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Prevalence of Chronic Diseases and Use of Modified
Diets in the Elderly of TA-AN Ch’u and Evergreen
Academy in Taipei, Taiwan

S.J.J. Lan(@#&)! and M. L. Tsai(ZEfl)

\Department of Nutrition & Health Science, Taipei Medical College
2Food & Nutrition Sciences, Hungkuang Junior College of Nursing & Medical Technology

This is a partial report of the study on dietary practices and prevalences of
chronic diseases in the elderly. The purposes were to exame how prevalent each of
various selected chronic diseases in the elderly living in the community was,
whether those who had chronic diseases used modified diets, and on what bases if
they used modified diets. Total of 102 participants were obtained on the basis of
free will from two sources in Taipei: 50 from Ta-An Ch’u and 52 from Evergreen
Academy. The participating rates were 9% (50/543) and (52/133), respectively.
Necessary data were collected by person-to person interview at subjects’ conve-
nience. Statistical analyses resulted that healthy elderly subjects who had none of
any selected chronic diseases constituted 38.2% of the total (39/102). The most
prevalent chronic diseases among the elderly in the community in sequence were
hypertension (33%), diabetes mellitus (10.8%), coronary heart dieseas (9.8%), gas-
trointestinal disorders (9.8%) excluding constipation (3.9%), hyperlipidemia (T
8%), hemorrhoids, gout and gall stone (5.9% each), renal disease (4.9%), liver
Disease (3.9%), cancer (2%), lung Disease and osteoporosis (1% each). Among
those who had chronic diseases, about 2/3 employed modified diets and 1/3 did not.
Of those who employed modified diets, 52.3% was based on doctor’s suggestion,
only 4.8% was consulted from dietitians, most were based on books, magazines,
and lectures on health and related field. Elderly population might not know that
dietitians are available human resource and can provide valuable and reliable
information on modified diets, since national examination on dietitian profession
started in 1988 in Taiwan, R. O. C.

Key words: chronic diseases, modified diets, elderly

101



Effects of fish oil and safflower oil fat emulsion on diet

induced hepatic steatosis in rats receiving total
1 parenteral nutrition

FE R FiaRd
School of Nutrition and Health Science, Tuaipei Medical College, * Department of Surgery and *Biochemistry,
College of Medicine, National Taiwan Univeristy, Taipei Taiwan, Republic of China

Effects of fish oil and safflower oil fat emulsion on diet induced hepatic
steatosis were studied in rats receiving total perenteral nutrition (TPN). Rats
were fed with high fat (157, w/w) diet with 0.1% (w/w) cholesterol for four weeks
to induced hepatic steatosis. The rats were then divided into two TPN groups and
a control group. Control group was fed with a chow diet to adjust the rats’ weight
in comparable to the TPN rats. TPN rats, given internal jugular catheters, were
infused at energy level of 250 kcal/kg/day with 30% energy as fat. TPN solutions
were isonitrogenous and identical in nutrients composition, except for the differ-
ence in fat emulsion, which was prepared with fish oil or safflower oil.

The results demonstrated that obvious hepatic steatosis was observed after
intake of high fat diet for four weeks. The TPN group with safflower fat emul-
sion had the same hepatic lipid level as the infusion started, and significantly
higher than the control group. Whereas fish oil infusion group had lower hepatic
triglyceride accumulation than safflower oil group, and had no difference with
the normal rat chow fed rats. These results suggested that TPN with a fat emul-
sion prepared with fish oil ameliorated the severity of diet induced hepatic
steatosis.

Key words: fat emulsion, fish oil, safflower oil, total parenteral nutrition

102




AR AARBRBAEECEARAZIYE

5% FRE

LSRR RER
LR BRI B

AEEE ER S B A B R A R £ F C K= (Guinea pig)Z £ & Kt
4% C BRI EE ARETRNER R #EERC BE A LIBSRA B R A ATE R
S A EEREE o KETREA TIWRIMAE 200 +5°C T HIFFE R » 5 HHAF 6 /INEF > SRR
KE 4 % » W AF S B B PR o S 3 ~ AR vl 3 1 LA 15% ERBEAF MG T C ZMALEDE
F43RI7EHN 300ppm ~ 600ppm B 1500ppm Ascorbic acid » A& D300 ~ D600 ~ D1500 &
R (F300) &K » SR EmIEE L2 MR =R > LRI 60 K o

B gET  FEhE (D300 B EHE IR ~ BRHER i B (R B w2 f5 ke 5 1%
442 C (D600 ~ D1500) FY#2 5 ket 2 3 o M7 HLAE R IMAT 3% VU R S 2 5 > {ELI
#th GOT ~GPT 1 D300 #H8:% » D600 ~ D1500 R HHHH © B £ T R IR PR A
A3 C ZHE » Hrh D300 #UE$HEAHAY 1.5 5% o 75 AR HEER C & & D300 515
HEE (K S IR (50~60%) » EAh LA ~ BI2HE - SH ISR R A » AINE B R
GAFRCHTEMEBRTHERCZSE 88 A& FF g o A AR P 4 | TBARS
(Thiobarbituric acid reactive substrate) » D300 84 #f#fH < 1.5~2.1 % NS B &
% C AR E#ED TBARS » & & o AT #HTALAES)(Total antioxidant
status) » D300 4 EEZE R SHRME IR B R #EAER C HIRTHR S H AR R ALRE ST o R
aremElEER S R £ 5 RS a8 ERsLiER IEE LSRR —HEER
C #6318 » EMFEAK SR C BBRRILZEIL

Ri% 3 : Deteriorated frying oil » Guinea pig » Growth » Vitamin C

103




104

FGEER £k

REAR HME
BERARMERE

HY & RS LUK EROEREERY) » B R BB Y 2-(2-furyl)-3-(5-nitro-2-
furyl) acrylamide (AF-2)f1#&30%Y) Benzo (a) pyrene (B(a)P) » % B. N. Ames X’
Salmonella/mammalian microsome test’# Y B Rk A1 Ze B e A A A R BRI IR
> Dl R s RIRRRREHER R ST B I B Ze M 2R B T DA R & ~ 2R BEES]
HREE o

M@ - FUB R #E | B@P/AF-2 | KA




Antimutagenicity of Lignin

F.J. Ly, L. H. Chu* and C. L. Hong*

2#EN KEET GRELAR
PERT LERERARER

Lignin is the most abundant natural aromatic polymer found in all vascular
plants. Its relatives have been used as herbal medicines for the treatment of some
types of tumors. Through the mutagenic screening by using the Ames test system
with Salmonella typhimurium TA100 strian, the antimutagenic and desmutagenic
properties of lignin were analyzed to examine the action mechanism on its
antitumor effects.

The preparations of alkaline lignin were not found mutagenicity at concen-
tration ranging from 5 ;g to 5 mg per plate. Contrarily, these compounds exert
some antimutagenic and desmutagenic effects against the representive chemical
carcinogens from AF-2 and MNNG. The most inhibitions were observed from the
methanol and residue fractions, specially the complete inhibition came out
through the +S9 bioactivation way.

Key words: Antimutagenicity; AF-2/MNNG; Lignin
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Blood Lead Levels and Lead Pollution in the Environments
Near a Storage Battery Recycling Plant of Taiwan

Ching-Ying Yeh, Hung-Yi chiou, Ruey-Yu Chen, Kao-Hsun Yeh, Bor-Cheng Han

WS YR AR Ea® BHE
School of Public Health, Taipei Medical College, Taipe, Taiwan, R. O. C.
At EpE AR EERR

ABSTRACT

This study presents the distribution of blood lead level and lead in various
environments (such as water, sediments, soil and air) near Shing-Yie storage
battery recycling plant of Taiwan. From July 1990 to June 1991, average blood lead
levels in the range of 10.55+5.69 to 12.28+7.88 ug/dl varied with different inhabit-
ant environments. However, relatively high average concentrations of blood lead
(range from 8.35+2.98 to 9.13+2.54 ug/dl) was generally found in samples from
Shing-Yie plant in July 1992-June 1993 compared with those (7.79+3.46 ug/dl)
from other lead unpolluted areas of Taiwan.

The total lead concentrations (273+404 ug/l) in river water of downstream
were determined. The concentrations of lead (413+211 and 670+559 ug/g) in the
river sediments of downstream were higher than those (133+69.4 and 451+911
ug/g) in the river sediment of upperstream from July 1990-June 1991 and July
1992-June 1993, respectively. Furthermore, lead species in sediments were anal-
yzed by a sequential leaching technique. The sum of phase I, IT and III had higher

percentages (83.7%) of lead in station 1. Maximum lead concentrations (3072 +954
ug/g) in 0 cm soil at station 1 was much higher than those from the other stations
by about 21 times in July 1990-June 1991. However, after 2 year amelioration, the
lead concentration in 0 cm soil at station 1 dropped to 1295+1787 ug/g.

On the whole, the environmental data showed that the average value of lead
in surface soil near Shing-Yie was > 1000 ug/g and decreased to less than 100 ug/
g in 15-30 cm deep soil about 2 Km away from the plant. In general, from July 1990

to June 1991, the average concentrations of lead of 10.6 +4.21 ug/m’ (from 0.102 to
37.6 ug/m?®) in the air near Shing-Yie storage battery recycling plant were higher
than those at the background locations, the mean value of which is 0.12+0.13 ug/

‘ | m3
1 Key words: Blood lead, Environmental pollution, Battery recycling plant
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Multiple Risk Factors Associated with Arsenic-induced
Skin Cancer: A Four-Year Follow-up Study

Yu-Mei Hsueh!, Hung-Yi Chiou?, Li-Ju Lin?, Shan-Fa Horng®, Kuen-Fu Liaw?,
Ming-Hsi Chiang?, Chien-Jen Chen®

BEME BRAASR MRRIM BteR BEE TUHE BREC

\Department of Public Health, School of Medicine, Taipei Medical College
2School of Public Health, Taipei Medical College
SInstitute of Public Health, National Taiwan University College of Medicine

In order to evaluate prevalence, incidence and multiple risk factors of ar-
senicinduced skin cancer among residents in hyperendemic villages of chronic
arseniasis in Taiwan, a total of 468 men and 613 women aged 30 or more years were
recruited from September 1988 to March 1989 as a cohort for follow-up study. All
study subjects participated health examinations at the recruitment. The overall
prevalence of skin cancer was as high as 6.1% for study cohort. There was a sig-
nificant doseresponse relation between skin cancer prevalence and chronic
crsenic exposure indexed by duration of living in the endemic area, duration of
consuming high-arsenic artesian well water, and cumulative arsenic exposure in
ppm-year. Liver dysfunction, under-nourishment indexed by high consumption of

dried sweet potato chips, and history of working at salt field were also signifi-
cantly associated with an increased prevalence of arsenic-induced skin cancer.
During the four-year follow period, there were 21 incident cases of arsenic-
induced skin cancer occurred giving an annual incidence rate of 0.5%. In order to
carry out a nested case-control study, another 73 healthy subjects matched with
cases on age and sex were selected. There was a significant dose-response relation
between cumulative arsenic exposure and incidence rate of skin cancer. In addi-
tion, the level of beta-carotene in serum samples collected at recruitment exami-
nation was significantly lower in incident cases of skin cancer than their matched
controls.
Key words: Arsenic, Skin Cancer
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Internal Cancers Induced by Ingested Inorganic Arsenic: A

108

Seven-Year Follow-up Study in Taiwan

Hung-Yi Chiou!, Yu-Mei Hsueh?, Kuen-Fu Liaw?, Shan-Fa Horng?, Li-Ju Lin?®,
Ming-Hsi Chiang®, Chien-Jen Chen®

U EEN BEE SRR AHN LT8R REC

1School of Public Health, Taipei Medical College
2Department of Public Health, School of Medicine, Taipei Medical College
sInstitute of Public Health, National Taiwan University College of Medicine

In order to elucidate epidemiological characteristics and risk factors of vari-
ous internal cancers among residents in the endemic area of chronic arseniasis,
three study cohorts have been followed up for seven years. Standardized inter-
views based on a structured questionnaire were carried out'by well-trained public
health nurses to collect information on consumption of high-arsenic artesian well
water, sociodemographic characteristics, life style and dietary habits, personal
and family history of cancers from study subjects. The occurrence of internal
cancers among subjects were obtained independently through four channels in-
cluding annual health examinations, home-visit personal interview, household
registration data check, and national death certification profile linkages. By the
end of 1992, there were 149 cancer deaths observed in these three study cohorts.
Compared with the general population in Taiwan, these cohorts had a significant-
ly increased mortality from cancers of the lung, bladder, kidney, and skin. BFD
patients had a higher risk of internal cancers than their matched controls. Study
subjects affected with arsenicinduced skin lesions also had an increased risk of
internal cancers than those unaffected. There was a significant dose-response
relation between cancer risk and cumulative arsenic exposure. Cigarette smoking
was also significantly associated with the development of lung cancer.

Key words: Arsenic, Internal Cancer
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Promoter Strength Differences of Two Homologous
CYP21 Genes.

Shwu-Fen Chang(GE#ZF)
GRS T YRR

Steroid 21-hydroxylase deficiency is one of the major cause for the congenital
adrenal hyperplasia (CAH) which is a common genetic disease due to steroid im-
balance. In addition to the ten major coding region mutations, high frequency
(8%) mutation at the upstream regulatory region near the promoter of the CYP21
gene has been reported recently. These mutations were thought to be resulted
from gene microconversion into the neighboring nonfunctional CYP21A gene. In
order to characterize the biological significance of this regulatory-promoter
mutation, differences on the promoter strength of the wild type (CYP21B) and
the mutant (CYP21A) promoter sequences is analyzed. From the transient trans-
fection of the CYP21A or CYP21B promoter region into cultured adrenal cells,
results showed the mutated CYP21A promoter sequence had about 5 fold lower
promoter activity. The basal promoter activity was determined by the sequences
within the upstream 176 region of the 21 gene. Furthermore, the lower promoter
activity of CYP21A gene was probably due to decreased affinity of the sequences
around the -100 region for binding to nuclear protein. The mutated CYP21A pro-
moter sequence, however, could still be stimulated by cAMP, indicating that the
cAMP- response element on the CYP21 gene was located upstream from the -176
region. A transcription factor Nur77 (NGF-IB) which binds to a consensus
sequence at -230 (AAAGGTCA) could be the mediator for this cAMP-dependent
transcription. In conclusion, the impairment of promoter activity as a result of
frequent gene conversion of the CYP21B promoter into the mutated form could be
a very important factor affecting the severity of 21-hydroxylase deficiency.

Key words: c21-hydroxylase; gene regulation; genetic disease




Studies on the Stereoselectivity of Isoquinolines on
Adrenergic Receptors

Ya-Chi Chen(B##t3H) and Chi-Ming Chen(Bf#HH)

Drug enantioselectivity on adrenergic receptors is well documented in litera-
tures. Naturally occurring alkaloid, (+)-dicentrine showed a selective adrenergic
a, blocking activity. The synthetic isoquinoline, (+)-BDTI was found to be a selec-
tive adrenergic S,-agonist in our laboratory. Synthesis of (+)-dicentrine and
(+)-BDTI and optical resolution into individual enantiomer were undertaken. The
pharmacological evalution was performed to determine the stereoselectivity on
adrenergic « and S receptors.

(+)-BDTI was prepared by Bischler-Napieralski cyclization and resolved by
D-(-)-quinic acid and (+)-dibenzolyl-(+)-tartaric acid into each enantiomer.
(+)-Dicentrine was prepared by direct intramolecular coupling of the benzyliso-
quinoline catalyzed by thallium (III) trifluoroacetate. The optical resolution of
dicentrine was carried out by (+)-and (-)-tartaric acid. The optical purity of BDTI
enantiomers were determined by derivatization with chiral reagent of GITC to
form a separable diastereoisomeric thioureas in HPLC. However, dicentrine
enantiomers were well resolved by a cellulose-based chiral stationary phase.

The pharmacological evaluation indicated that (-)-dicentrine was 10 times
more active than it eanatiomer on adrenergic a agtagonist effect. (-)-BDTI was
200 folds more potent than (+)-BDTI on adrenergic £, receptor to produce tra-
cheal relaxation.

Key words: BDTI; Dicentrine; Synthesis and resolution; Stereoselectivity on
adrenergic receptors

School of Pharmacy and Graduate Institute of Pharmaceutical Sciences. Taipei Medical College. Taipei, Taiwan.
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Synthesis of Cinnamic Acid Esters as Potential Platelet

Aggregation Inhibitors

Yu-Ya Hung(#t E%) and Chi-Ming Chen(BE#£EH)

Cafeetannins are naturally occurring polyphenolic cinnamic acid ester deriva-
tives and widely distributed in the plant kingdom. One of thesse compounds, meth-
yl 3,4-dicaffeoylquinate was found to have inhibitory effect on platelet aggrega-
tion and thromboxane biosynthesis on human platelet. Therefore, several analo-
ques modeled after methyl 3,4-dicaffeoylquinate were prepared by chemical syn-
thesis in order to evaluate the relationship between their structures and anti-
platelet aggregation inhibitory activity.

The acyl chloride derivatives of the substituted cinnamic acids, were reacted
with a series dihydroxyl or trihydroxyl compounds of alcohols and phenols to yield
29 cinnamic acid esters. They are esters of 1,3-dicinnamoylpropanediols (1-3), 1,
2-dicinnamoylpropanediols (4-6), 1,2-dicinnamoylcyclohexanediols (7-9), 1-2-
dicinnamoylglycerols (10-12), methyl 3,4-dicinnamoylbenzoates (13-15), methyl 3,
4,5-tricinnamoylgallates (16-18), methyl 3,4-dicinnamoyl-5-methoxybenzoates
(19-21) and 1,3-dicaffeoylpropanedjol (22).

The structures of these 22 compounds are consistant with the spectral data of
the UV, IR, PMR, CMR and Mass spectra. The result showed that compound 4, 10
and 22 were active to inhibite the human platelet aggregation induced by ara-
chidonic acid.

Key words: Cinnamic acid esters; Chemical synthesis; Antiplatelet aggrega-

tion




Studies on the Tannins and Related Compounds from
Acalypha Indica (IT)

Jin-I Chuang(#i%¢)!, Feng-Lin Hsu(fRE#%)' and Jer-Huei Lin(#AH#H)*

1School of Pharmacy and Graduate Institute of Pharmaceutical Science, Taipei Medical College
2 National Laboratories of Foods and Drugs, Department of Health, Executive Yuan

In recent years, the developing in tannin chemistry resulted in the discovery
of new biological activities. This has drawn attentions in the investigation of tan-
nin in medical use. Therefore, for the purpose of developing and application natu-
ral medicine, a chemical investigation of tannins and related compounds in dried
herb of Acalypha indica were perform.

Acalypha indica L. belongs to the family of Euphporiacea, was a common
tropical plant distributed over Asia and Africa. The dried herb was extrated with
70% aqueous acetone. The crude extract was subjected to a combination of column
chromatographies over Sephadex LH-20, MCI-gel CHP 20P, Cosmosil ODS and
Bondapak C;. Elution with various solvent system, twelve compounds were
obtained and their structure were elucidated as rutin (1), quercetin-3-0-D-
glucopyanoside (2), 8-glucogallin (3), corilagin (4), geraniin (5), acetonylgeraniin
A (6), euphormisin M, (7), repandusinic acid A (8), chebulagic acid (9), 1, 2, 3, 6-
tetra- O-galloyl-3-D-glucose (10), acalybrevifolin (11), acaindinin (12), by means
of the analysis of PMR (proton nuclear magnetic resonance), CMR (carbon
nuclear magnetic resonance), DEPT (distortionless enhancment via polarization
transfer), NOE (Nuclear overhauser enhansement), NOESY FNuclear overhauser
and exchange spectroscopy, 'H-'H COSY (proton-proton corrlation spectroscopy)
HMQC (‘H-detected heteronuclear multiple-quantum coherence), HMBC (heter-
onuclear multiple-bond connectivity) spectroscopic and physical data. Among
them, the major compounds were corilagin and geraniin. Acalybrevifolin and
acaindinin were first time isolated and purified from plant that paper had never
been reported.

Key Word Index: hydrolysable tannin, Acalypha indica, Euphorbiaceae, aca-

brevifolin, acaindinin.




Study on the Fructs of Xanthium Strumarium LINN.

Mu-Chi Huang(¥% %) and Fen-Ling Hsu(t:E\#%)
School of Pharmacy and Graduate Institute of Pharmaceutical Sciences, Taipei Medical College, Taipei, Taiwan

ABSTRACT

1 In order to clarify the hypoglycemic activity of plants that are frequently
used to treat diabetes mellitus in Taiwan, our laboratoy had screened some of the
i plants and chose Xanthii Fructus to be the candidate. Xanthii Fructus from
il Xanthium strumarium LINN. of Compositae was traditionally used for head-
I ache, skin itch, and germicide et cetera. By using polystyrene, polydextran, silical
gel, and other column chromatography we isolated and purified five compounds
I from Xanthii Fructus. Based on 'H, 3C, (*H-'H) cosy, and (*H-'*C) heterocosy
NMR spectrum analysis, and by Mass and X-ray single crystal diffraction, we

identified the five compounds to be caffeic acid (1), potassium 3-0-caffeoyl quinate
2), 1,5-di-O-caffeoyl quinic acid (3), 1,3,5-tri-O-potassium 3-0-caffeoyl quinate .
(2), 1,5-di-0-caffeoyl quinic acid (3), 1,3,5-tri-0-caffeoyl quinic acid (4), and 7- ‘
hydroxymethyl-8, 8-dimethyl-4, 8-dihydro-benzo [1,4] thiazine-3, 5-dione. Among
these (5) seemed to be a novol compound.

Key words: Xanthium Fructus; X-ray; caffeoyl quinic acid; thiazine
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Free Radical Scavenging Activity of 2-Alkylamino-1,4-
dihydroxy-anthraquinones

Jender Wu($2%£7#), Feng-Lin Hsu(#&EU%)

Department of Medicinal Chemistry, School of Pharmacy, Taipei Medical College, 250 Wu Hsing Street,
Taipei, Taiwan, R. O. C.

As part of efforts in the synthesis of aminated anthraquinones as potential
anticancer agents with reduced cardiotoxicity, we prepared several 2-
alkylamino-1,4-dihydroxyanthra-quinones and studied their anticancer and free
radical scavenging activities. The preliminary outcome showed that 2-n-
butylamino-1,4-dihydroxyanthraquinone has moderate free radical scavenging
activity on DPPH (1,1-Diphenyl-2-picrylhy-drazyl) system. The anticancer action
of these compounds is currently under investigation.

Key words: Free radical, DPPH, anticancer, anthraquinone
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Design and Synthesis of Heterocyclic System as A Model
for the Development of DNA Intercalating/
Alkylating Agents

William Chen(BiZ &), Kenny Lee(Z##), Feng-Lin Hsu(#:E#%), Jender Wu(REE)

Department of Medicinal Chemistry, School of Pharmacy, Taipei Medical College, 250 Wu Hsing Street, Taipei,
Taiwan, R. O. C.

We successfully synthesized 3-Imino-3H-10-thia-1,2,4,9a-tetraazaanthracen-
9-one as an analogue of anthraquinone. A Michael acceptor which is built in the
chromophore might be the reaction site for the biological nucleophiles. The
polycyclic planar structure and the built-in Michael acceptor may enable the title
compound to be a DNA intercalator and an alkylating agent. Preparatiopn of

derivatives of the title compound is currently undergoing.
“ Key words: DNA intercalating, DNA alkylating, anthraquinone, Micheal
acceptor
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Synthesis of Water Soluble Tetrazolo [5,1-b] [1,3]
benzothiazin-9-one Derivatives as Potential Anticancer
Agents

Kenny Lee(Zg#), William Chen(BRZ ), Feng-Lin Hsu(#%/B#), Jender Wu(lR£27E)

Department of Medicinal Chemistry, School of Pharmacy, Taipei Medical College, Taipei, Taiwan, R. O. C.

2-Chloromethyl [1,2,4] -triazolo [5,1-b] [1,3] benzothiazin-9-one, a congener
of the title compound was assessed to be effective against brain tumor. However,
its water solubility was relatively poor. In our laboratory we prepared tetrazolo [5,
1-b] [1,3]benzothiazin-9-one and use this as starting material for the preparation
of water soluble derivatives. Addition of hydrazine to tetrazolo [5,1-b] [1,3]
benzothiazin-9-one gave hydrazone product, which showed to be soluble in water.
The anticancer activity of these products are currently under investigation.

Key words: Water soluble, anticancer, hydrazone
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Sperm Motility Regulation.(l). Synthesis and Preliminary
Studies of 1,3-Benzothiazinone Derivatives

Hellen Jeng(#&F¥5f&)!, Jender Wu(%R#27#)%, Feng-Lin Hsu(#$:E)?

' Department of Anatomy, School of Medicine, Taipei Medical College, Taipei, Taiwan, R. O. C.
*Department of Medicinal Chemistry, School of Pharmacy, Taipei Medical College, Taipei, Taiwan, R. O. C.

ABSTRACT

Several 1,3-benzothiazinone derivatives were prepared and tested for their
sperm motility regulatory activity. The structural similarity of the title com-
pounds towards caffeine 2, one of the known sperm motility enhancers, did not
show very significant positive influence on the porcine sperm motility. However,
2-mercapto-4H-1,3-benzothiazin-4-one 1 showed an obvious inhibitory effect on
the sperm motility. The possible mechanism of action is currently under investiga-
tion.

Key words: Sperm motility, Caffeine, Benzothiazinone



Determination of p-aminobenzoic acid and it’s three
metabolites in rabbit’s plasma by HPLC with
fluorescence detector

Dah-Jin Song(5#:A#%), Kuang-Yang Hsu(ZF3%ES)
Department of Pharmaceutics, School of Pharmacy, Taipei Medical College

A rapid, accurate and sensitive HPLC chromatography with florescence
detector was used for measuring plasma concentration of p-aminobenzoic acid
(PABA) and it’s three metabolites: p-acetylaminobenzoic acid (PAABA), p-
aminohippuric acid (PAHA), p-acetylaminohippuric acid (PAAHA). The analyti-
cal column was Nova-Pak C,; (150 mm X 4.9 mm I. D.) and the mobile phase was 1.
5% acetic acid (pH =4.35). The excitation and emission wavelength were 270 nm
and 350 nm, respectively. Plasma sample (200 x1) was directly deproteined by using
500 «1 acetonitrile containing salicylic acid as internal standard. After centrifuga-
tion, the supernatant (200 x1) was diluted to 1 ml with water and 20 «1 was injected
into HPLC. By using this method, p-aminobenzoic acid and it’s three metabolites
could be determinated in 25 minutes. Within the concentration range of PABA (0.
05~80 xg/ml), PAABA (0.5~80 xg/ml), PAHA (0.2~80 xg/ml), PAAHA (1~80
rg/ml), the good linearity of standard curves were obtained. The validation of
this analytical method was all well in 109% error. The recoveries of PABA,
PAABA, PAHA, PAAHA were all about 90% (n=6). After 1. V. administration of
PABA (20 mg/kg) in rabbits (n=7), PABA undergoes a one-compartment open
model elimination, the half-life of PABA is 10.90+0.39 minutes. At the meantime,
the half-life of PAABA, PAHA, PAAHA are 24.61+2.43, 12.81+2.28, 11.27+1.24
minutes, respectively.

Key wrods: p-aminobenzoic acid, metabolite, florescence, HPLC
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Determination of Caffeic Acid in Rabbit Plasma by
High-Performance Liquid Chromatography

Yow-Shieng Uang(7F{%£), Fang-Lien Kang(fE#), Kuang-Yang Hsu(Ztk)
Department of Pharmaceutics, School of Pharmacy, Taipei Medical College

A simple and sensitive high-performance liquid chromatographic method
involving UV detection was developed for determination of caffeic acid in rabbit
plasma. A Lichrosphere 100 CN column (250 mm X 4 mm i. d., 5 xm) was used as
the stationary phase and the mobile phase consisted of 2% acetic acid solution at a
flow rate of 1.0 ml/min. The UV absorbance was monitored at 320 nm. The plasma
sample was acidified by adding 0.01 parts of concentrated phosphoric acid (85%) to
maintain caffeic acid stability. After a simple clean-up procedure, the limit of
quantitation achieved was 0.1 xg/ml, and the standard curve was found to be lin-
ear over the concentration ranges of 0.1-2.0 xg/ml as well as 0.1-40 xg/ml. The
coefficient of variation for within-and between-run precision and accuracy was
less than 10%, and the recovery was 82.3%.

Key words: caffeic acid, CN column, limit of quantitation.



Determination of Menadione Sodium Bisulfite and Its
Active Metabolite in Rabbit Plasma by High-Performance
Liquid Chromatography

Yih Ho(fif&)!, Shiow-Ping Lin(#F#)?, Yi-Ling Lin(b#3¥)?, Shu-Yi Wu(REFER), Yu-Chi
Chu(4%k E3)? and Kuang-Yang Hsu(FFR)!

\Department of Pharmaceutics, School of Pharmancy, Taipei Medical College
2Student of Pharmacy Research, Scool of Pharmacy, Taipei Medical College.

Menadione (Vit K;) is a synthetic analog of vitamin K, one of the essential
lipid-soluble vitamin of human being, and menadione sodium bisulfite is the
water-soluble derivative of menadione. It could be used to maintain adequate
plasma level of prothrombin factor II, VI, IX, X by parenteral administration for
antihemorrhagic therapy. Recently, much interest has been generated in its
antitumor effect, such as DNA damage on human breast cancer cell line MCF-7
and cytotoxicity on human liver derived Hep G2 hepatoma cells by administering
high dose of menadione. However, therapeutic safety is an important considera-
tion. It will be overcome by monitoring the plasma level of menadione, but there is

no analytical method available so far. In additions, its disposition in vivo is still
| unknown for the same sake--lack of an available analytical method to determina-
tion menadione in biological samples.

The aim of present study was to develop a simple, accurate and sensitive
HPLC method for simultaneous determination menadione sodium bisulfite and its
active matabolite, menadione, in rabbit plasma. The stability of menadione was
studied first. Menadione sodium bisulfite is more stuble in acidic condition espe-
cially under pH 3. Therefore, the biological samples containing menadione analog
should be stabilized as soon as possible by acidifying it. A specific HPLC method
was established to determination these two vitamine K3 analog. The separation
was performed on a reverse-phase column using an eluent of 2% acetic acid
containing 25% acetonitrile. The determination limit was 6ng and a good linearity

was obtained from 0.1 to 5xg/ml concentration range. This new method provides
a simple, specific determination for both menadione sodium bisulfite and its active
metabolite in rabbit plasma.

Key words: Menadione sodium bisulfite, menadione, HPLC
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Determination of 5-Hydroxytryptamine in Rat GI Tract by

122

High-Performance Liquid Chromatography with
Electrochemical detection.

Yih Ho(fa[&)!, Shiow-Ping Lin(#kF5#)?, Yi-Ling Lin($f%&¥3)?, Shu-Yi Wu(lB&7%)%,
Yu-Chi Chu(4%k E3#)?, Kuang-Yang Hsu(Zy¢kg) and Li Hsueh Tsai(ZEE)®

' Department of Pharmaceutics, School of Pharmacy, Taipei Medical College
2Student of Pharmacy Research, School of Pharmacy, Taipei Medical College.
3Department of Physiology, School of Medicine, Taipei Medical College

5-hydroxytryptamine (5HT) is an indole neurotransmitter which has been
found that involve in gastrointestinal motility and inhibit acid secretion produced
by a variety of stimulants since 1960’s. Many studies concern with the level of
5-HT in animal tissues. However, the level of biogenic 5-HT in GI tract is still
unknown. The aim of present study is to establish a sensitive and simple high
performance liquid chromatographic method for routinely measuring the level of
5HT in rat GI tract.

Using electrochemical detection (ECD), the sensitivity of determination by
HPLC has been increased markedly. It permitted pertinent resolution and quanti-
tative measurement of 5SHT by the method we used. The separation performed on a
C18 reverse-phase column and the mobile phase was 2% acetic acid solution. N-
methyl-5-hydroxytryptamine (NMS) was added as internal standard. The reten-
tion time of 5-HT and NMS are 4.26 and 5.53 min respectively without interfer-
ence. In sample preparation, alumina column was used as an adsorbent of cate-
chols in homogenized tissues and selectively improved the purification of 5-HT.
The sensitivity was sufficient for reliable determination of at least 10 pg of 5-HT
in biological tissue samples, for instance, mucosal and muscular layer of the stom-
ach~duodenum - jejunum~and ileum. It indicates that 5-HT really exists in GI tract
with a level which possibly produces physiological effect through the neurous con-
duction.

Key words: 5-Hydroxytryptamine, HPLC, ECD, GI tract
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The Effect of Cyclodextrins on the Solubility, Stability and
Permeability of Alkannin/shikonin Enantiomers

Fu-An Chen(Big%), Hui-Wen Cheng(##27), Chau-Yang Chen(BEEREE)
Graduate Institute of Pharmaceutical Sciences, Taipei Medical College, Taipei, Taiwan, R. O. C.

ABSTRACT

Alkannin/shikonin enantiomers (A/S) are the main pharmaceutical compo-
nents of Shikon, which is used to prepare the Shiunko ointment for the treatment
of wounds, skin diseases, and burns. The influence of cyclodextrins (CD) on the
solubility, stability, and permeability of A/S was investigated. CD enhanced the
solubility of A/S in the order of HP-3-CD (6.0 X) > g -CD 4.9X) > y -CD (1.8
X) > a -CD (1.3 X) at a concentration of 1% CD. The phase-solubility diagram
revealed a type A, indicating the formation of a 1: 1 inclusion complex. The 5-CD
decreased the degradation rate of A/S by 28% in aqueous solution at pH 8.0. The
in-vitro permeability study, using the Franz-cell diffusion apparatus, has shown
that the release of A/S from the tested based followed a linear relationship
between flux and time square, indicating a Hiquchi diffusion model. The drug
release rate is in the order of A/S-HP-3-CD Gel > A/S-HP-B-CD cream > A/S
cream > Shiunko.

Key words: Alkannin/shikonin enantiomers; Cyclodextrin; Complexation;
Solubility; Stability; Permeability
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AERRE RSN T EE S A . BAREE 1989 £ XX MCH 0 B 20%NEER B ERS
R o APRESRECHS » TREBZZ

Epstein-Barr virus (EBV)S—#&H# A% B #EMRAIAY herpes.virus » BLETHHE
BRE VA YS B BE AR 531t IR (nasopharyngeal carcinoma, NPC)EEYIHIBABE o A
iy Raji cells ffs ##75%]: 2 EBV DNA polymerase iE M S181E » EITHIREEY AW
72 o Wit TP HIV Z W% ©

SEER RS IS B4 E LAY BB NEERRE R IHIBEY)S R ER &
FiwEHIV, HSV..)EEHR ; &4 hydrolyzable tannin EHHUERENE » KT TIHE
BEYITUREZIEEERS

R ERERY 46 FEEEE (3 hydrolyzable tannins 40 #& » condensed tannins 6
1) 515 10 1 10ug/ml BHMNEIZST]E 80%LA L » i # hydrolyzable tannins ft 9/
10 » S 44k iR 88 o dimer 75 6 %8 » i monomer {# 3 7 » L3 A HEFS dimer 2
hydrolyzable tannins EEHHREEN - BAKMBIREEY ZEEM ©

REEA - % FE ~ BE ~ hydrolysable tannin ~ condensed tannin ~ EBV DNA
polymerase ~ HIV o



Furanocoumarins L §f 5 49 i 4k (Hep 3B Cell) &t Z B 1%

IHR RAERT BREMET HRR BERY

‘e LB R 4 BB SRR
HKEBTA R HFEO

ZFiF|F Acid phosphatase B## X fE:(ACP) - BRI KRS TR &
1 » Er furanocumarins % Hep 3B 45 EASIABENH F A » FUUGE T HUREIE RS
R 15 M BI{R(SAR; Structure Activity Rrlationship)#yat o

R

1. Furanocumarins &2 KRY) CsHBUREERF » MMHIETE TRE o

2. CofE AR » HIHNEMEIN TeE o

3.5L G & & H CoF 2-isopentenyloxy - 2,3-dihyroxy-isopentyloxy ~ 2,3-epoxy-
isopentyloxy BUftEs » HIsIVE MR B R LA+ BIR MK 854 o

FE iE(Angelica dahurica var. dahurica.)~E 1t (Angelica dahurica var. pai-chi.)>
& ¥ 5 it(Angelica dahurica var. formosana.)% 5 B EN H IER ST A fur-
anocumarins 5543 o FM#E(T Hep 3B #1348 » 3 byakangelicin e aRsngal
PEF58(IC50=19.40 pg/ml) o 18 A B AR AR AT VRS A IERR B B S TR B K2 /Y
B AR o

BE4EsA - Hep 3B AR » MfFEM » Furancoumarins » SAR
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R EMIFEEHZHE VI @R L%

£EF HHH RARR
BILEER L RBWHRERH

S T 2 T AR M T » B0 o2 SR R DA b B LERMRT A B ARG EE R A
FULBEE4 ICR BBR &M AT B » plfnE GOT K GPT £S5 » &% 15 @4
BELZERNUZKBZHEY) o H > HHZE (L1 25 (Camellia tenuifolia (Hay.) Coh-Stuart.) ¥
709% Acetone HiEY) » $HMLBEYFEZ T ZE ERRgEA B2 RATEME(00 ng/kg BE
K:fE s-GOP = 4.6% ~ s-GPT ZE 0.9%)

WELEBRAREEEZNEALR A A R o KEIREHREEE > LLT0%
Acetone %HY’HW%@ZQEQHE&%fﬁﬁiﬁ\ﬂﬁé%iﬁﬁﬁiﬂﬂi&?ﬁ ;s EIRBAREARAT
EEZ &A@ » FI Diaion HP-20 ~ TSK HW-40 (F)Z@isk » SRR a LR
¥F k2 i¥)E -compound 1 » BRAFERER S o & FAB-MS » "HNMR ~ BCNMR K
Bk ~ SRR ~ BE(CERIE - BEHEHR dimeric hydrolyzable tannin-camellin
Ao

£35S camelliin A Z{RFFIEMHE - WETTHIREBES t#)(anti lipid eper-
oxidation)fye A=, » Ew camelliin A HRAgERIHT EALIETEICso: camelliin A 3.40
mg/ml » TESRE a-tocopherol 2.27 mg/ml) ¢

ol iR camelliin A B (SR RITEY) - BREARTS RFEIRZEK
R » HEET—IERE ~ PR BRIl » ARz —%& HPLC @z i BHE
= X BEY T  5kFEE camelliin A CKREVER DMEBRIE— ST

BRgs - ML - AT - FigdL ~ Camelliin A ~ HPLC




FE GRS BN IR

Kok B BRE
ELRSbe E%RT

ABSTRACT

H iR & BIE#ET 2 IS EYRE - IR REOERSEREEERZERER
ERPR 5 Fl 2 BB EEY) - ORRFEE: - OB 2 PIAEEEY) ~ fE B PR SEYIBA 2 | » LI
fE £ $HE 2 BT  TEERE b B 5 5 B AE - BIERS Z BRI ~ LIHKE 3 T ERR
F#FA% > 1 : Lentinan > PSK % » ¥ 2 R AR #5578 < % B f(polysaccharide) ~ Hy
RREEEBRAMLEZES - SREEHTBEMREEHRI(Biologic Response
Modificator) o pyhEERREAZEM o » (M % RS » LUBRER T (carbon clearance test)#l]
FIEM » BRI B RN/ NE IR AR » SRR » ARRBAET R - PERRRLE -
HEHARIEY  STEARIEY o (control: @=3.686 » (it : @ =3.942) - EHMHIRAE %
FRIEEN » R TR SRR o FIl dialysis tube, DE-52, Sephadex G-
75 5 BE =AML EE o LI — SRR - EREERE o

RAgs - BRM ~ (Aft ~ e - EREER
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R EZ IR FEERSHTR

FEH HA% ARR
LitmEy WEWEH SEEE

BIRESEE - KREZ— R SRR 4 ISR U A %38 EBV deoxyr-
ibonuclease 82 EBV DNA polymerase T1E o ARFZEENLL EBV DNA polymerase £#i
RIS 1R SR T AR B R Ek(Eugenia uniflora L) 70% PIAR
HERAE BR R & I A (9696 0100 pg/ml)» %Eﬂé?ﬁﬁiﬁiﬁ?ﬁﬁﬁ%ﬁ%Z&ﬁ%ﬁ ’
11 Diaion HP-20~Toyopearl HW-40~MCI S& MM SyHEH FLRE R 7y —gallocate-
chin ~ myricitrin istabulin A ~ oenothein B & eugeniflorin D, » #rh eugeniflorin D,
ﬁ,ﬁﬂ@buzk&}ﬁ’lﬁ%@:{%% ocTHFZ gallocatechin ~ myricitrin oenothein B 2
eugeniflorin D,¥f EBV DNA polymerase BAREZMEEE B [Cso 5 RIES 8.1 png/
ml ~ 227.0 pg/ml ~ 97.7 ug/ml ~ 5.5 pg/ml e # o-DNA polymerase iZ LCeo 5 25.7 g/
ml-~145.0 gg/ml~116.7 ug/ml~5.6 pg/mlo R ﬁ%ﬁﬁhz%riiﬁ%}& therapeutic
index 5315 gallocatechin (3.17) ~ myricitrin (0.679) ~ oenothein B (1.19) eugeniflorin
D, (1.01) °

RR&s - EBV DNA polymerase , a-DNA polymerase ~ Rk




BAT ¥ REAHRE

R BRE HAR
BB B BT

HHEREAE AR BEEBRR S R R E S EASEAE TR
2\ R~ 7RSS < R S HE S B - A ABDRL RSO - B I TR
BE S BEDZ AT o BRARGRERESE - B - RETR - BEER
BIETRR

AT T E S E L AR T2t - B O R A — i R AR
ICR {2 BEBRE TU TR 2 LI v A LA b | EREE SRR IR A (LR IR BREE AT IR
FSFT S | A2 A & 88+ FE (wWrithing syndrome)# S H SRR TR (2) AR = A A A 1
BT AT < WHETEA o
B (1)ER O IR B 67 S - TU R S i i £ (L SRR B SUE ©

(2)3RE 5T © BLIEE4L Aminopyrine HEHA ELF L SRHCR

(3)H3E R ke 77 T

() B SFEEKHAHS 0.5~4mg/mL 2 B T IR 2 Wk (F R - SR 5 B
25 B 1740

(b) 0.5mg/mL JEE Fi@sEs D » 2mg/mL W THEERA(7.7 £5) £E 43mg/mL Ry
AN TIFERE(T.5 f5) -

(c)&4BE %) Histamine & Acetylcholine 7F 2 ug/ml 8 T B H BRI Ui ESF
B » 4RI B BEFIE 2~4 mg/ml BSg 2~4 £ » B TR B SPEE EhE AR O 17 P AR AR
& o

G BEE - ABTEBME R AImEEt - §9E - K== BEEREE IO
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3 ARG lAT X R

FRE HRA FARR
214 L1zt L auE

A I AT R r4EE(Wistaria chinensis) ~ 1 F(Terminalia) ~ #f(Trapa
natus) ~ 5i{~(Coix lacryma)Z Pufli-h FEFIAR * BEpR AR ~ FIR ~ PUIEHE ~ 308 -
PRREE o

AW E LT AT AR K & EUE%EDEE&”@}\%—‘%&"H‘%@JE%\
ICR EEERR TR I B A AE 2 B o HRWHEA B 9\ 7R 75 T AR FEHR AT 48
EEFZ YUEEME | B N B A e e v 5 7 ¥ K P9 9B Sarcoma 180 = s fu i ICR B8
B Rtk B M I P388 2 ST CDF1 B&R FHBHE AN TEEEY) FER s HE
BRI ORI T 0.99% 45 7 £ K (IR ~ 5-FU(G# B e 6T K A (B BRAE)
100mg/Kg » E@HENK (e R IETE KRB T/ C%1E(Eﬁ¥ﬂq§ﬁﬁ?§75&/ =
S AR SIS KB < 100) | g o g B FI I KB cell line~ Hep 3B cell line~xHCC 36 cell line
HIE HPUBENE © A FARERRTEST FHERERTS | £y B i P (writhing syndrome) »
HIE H SRR ©
B s (1) 4558 & BT I EE ~ B TheE a0 M TheE & FREE- HHRBIHERZ
creatinine » fE#F 10 fgﬁﬁifﬁﬁﬁiz—ﬂ@fﬁ% °

(2)55547 %t KB cell line &2 1Dy =90.42 pg/ml

(3)%3@%?%759%?%&%%@%2@%‘]9&%

BRI | ST - P388 » S-180 KB ~ Hep 3B ~ HCC 36 cell line




SRR B XL AT AR e R R AR
I~ Fscpem - M- aBBRBAHFEER

BAA BERWM FRE HHA
Bt Ek LA

=R (triterpene carboxylic acids) ; (i (betulinic acid, BA)-~ TR R R
(oleanolic acid, OA)~ KAER B (ursolic acid, UA)REE=iEBRMWHEER glycyrrhizic
acid, GAZ)E & s rh 28 55 2 = Ry BRI g B2 (LR TTRE SRR E A T
ELA SN » HILA TR 8 2 b R R 22 v~ B % o FI| A Difusion cells &2
T ST HEY) I R A RO 2R R AF T REE RS S LAY H AR
e REE cAMP 2 &R RERAARM : (1) Radioimmunoassay HETEYEE ~ B
cAMP &8~ &% o (2)8¥)% phosphodiesterase {FflEAZH# EROTF

(1)**C-mannitol **C-estradiol CHiEE e EN R BRH R BREMREK 05
mM = UA, OA % BA F[R{E estradiol Z Z2&EH(40%, 609% K 56%) » Tif% UA #f man-
nitol = LBV BEHIN(39%) - GZA RIS mannitol = ZEEIMHITER (29%) < BAHE
$eTIE B Y B E M E 4 CAMP B PRIL & GZAEEERE CAMP 2 &
(20%) ©

QEFiEaREE BBPRBEOAR UA 7] #0 4 estradiol & % 3% 1(68%,
409%) » {8 BA #EBAEE(ER - BA AJ##/i mannitol Z8EA4%) » T OA RIREE(28%) ° 55
4 GZA w714 estradiol Z 255 52% » {2 mannitol 2 2 EHIMEHEEIER » EHER
gaE B iR BB AR S B OA 81 UA 3 estradiol = Z:EMEERAELSL  HERFTK
FHERI SRR VR R AR » BRI PTHE RIS ~ B WA AR ATRE R FTER NEBEHAM
VEFIRSEE » [EEE— TR ©

MRS | SiEE - K2R - B REMKRIEA 14C.mannitol ~ “C-estradiol

143




144

Geniposide " F#&| & # R X2 R
5 2 BEAE A

BAA MEK HHH RARR
AiLE  ERBHIEA

G 2 — R S B R MR TERIEA R 4R IR b 2 s BRI E B E
e phk EEREARE bR A RREAR A E ~ R E B I M TR S E  TT TRE b B2
SRRSO DREEL G A R P T 5 | 38 SR T i M g
EESFEREE R FEHERD SV RBUBIR A BRI RIRIEA © A B R E LA 5
M EEHRER R *'JHE?H’F%E’W%H-ﬁ?*ﬂ@ﬁ%ﬁ’ﬁkfﬁ{ﬁ Geniposide » %
&@%Mﬁ’@ﬁﬁ%ﬁummmmmﬁmW%EEZ%ﬁﬁﬁﬁﬁﬁ%ﬁﬁ°ﬁ%%%
g5 Geniposide 10 mM BER ﬁ%ﬁEﬁﬁiZEﬁﬁ%fﬁEﬁ%ﬁﬁﬁ%&ﬂﬁﬂ 1.92+0.
11x10~° cm/sec BH{EZE B IEHEHE 1.49+0.16x10~° cm/sec BT » 2 Geniposide 50
mM 3 R T S SR ?ﬁﬁ‘é%ﬁ’i%ﬁ%ﬂﬁ%Zi%‘%ﬂﬁEﬁﬁﬁ&ﬂ%@i}i’i%ﬁiE@Faﬁlfﬁﬁ%%z
THR °

miss © Geniposide FMRE - KZR -~ Bk NEH -~ HE




Geniposide Z ¥ 8y /) At %

BAEA MEK HhH RRR
B SbT LB

Geniposide £ {# -1 %+f—4EF Gardenia jasminoides Ellis(F&ERNEEEH R
WS o EIEERERTE |/ AR TR RAE I &1 LRRFR 5 M) R AT R RO AR AT 1
Fi o (B0 BREEEYIB) 1 BIR TR & o IORTEREEH Geniposide PAMEBEAAZEH /T BER
WHREE R R BRE bR EE AR R EAR BT E— 5 BRERIERAmEE
R et ARFZEENS #f Geniposide FATR T P RO B Eh /7 2 LA 54 - Geniposide LA##
BEIEST 2mg/kg ~ 5mg/kg ~ 10mg/ kg KIFIE - FIH RS Y BRI TR E R EER
H,0—CH,CH—THF=90: 8 2 {4 » AILA UV240nm #I5E Geniposide 7 & F I13F
R M o 5 B B Geniposide R T8RRIV SN /) B s oM
MRS 2.96 min » TR LS 12.56 min S HrBERE S 0.2708 liter/kg
¥R E S 0.0357 liter/min/kg » LIJE 22 88 (noncompartment) G T ER » HIGEEENA
BSFSIES 11.66 min » ¥SET 88 ORI BRIRBUR 242.14 min? o

B4 : Geniposide ~ HET ~ BT ~ EWEBHE
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9 Aok 3 0 B2 R (D

HAX
B A BT

E#5RE(Syzygium formosanum ‘Hay.) Mori) » BI%& : 7%~ SRR TR » 0 -
Taiwan Eugenia 2 k4 RHMyrtaceae) 7R B (Syzygium) » BEEEA R
R

E‘ﬁﬁﬁWEQE%ﬁEEWZBZ%’H%EXML%@ﬁﬁEE@’?Efﬁ?%ﬁﬁﬁo%ﬁﬂii
H A R AE Y - B 4EE U BRME %iﬁﬁ%@ﬁ'ﬁﬁﬁ%ﬁﬁ@&%m% » iR B A IUEYE
B R T R 0 UL 709% PIERKYA TR » @ R e - A RIAZEE Z%
ZEE%DIETE%?ESL@QEPZ@E%ﬁ?%ﬁ&@*ﬁ%ﬂ%@?&*ﬁE#ﬁ%ﬁ?ﬁmtoﬁ%%ﬁﬁaiﬁ%
SEAE LA R wEE (ELay  E ey ER = MRS
o _ta‘zEﬂ:é%Z%%{%ﬂm%ﬁ%?&&ﬁﬂl%ﬂﬁﬁﬁﬁ °

et LTS - BN RE R l:%ﬁ?ﬁ}aéttﬂ@&i'&%w}uﬂad@ L sE AR HRHE
WS BRI L AYIE LB I ELEERESR (EEE— SRR ©

B - Pkl - AR EERAE - E - S8




e i e S

Cantharidin #Af & @ oW fe 2 % &

IHA HAS ZEH RES HhR
VRSB
O R R SRR TR AT
NS
‘ETEMEE

Cantharidin $%]—$S ML R ZBECs) » * Hep 3B #iftf% 0.53 ug/ml ;
HCC 36 #HAEES 0.59 ug/ml o /B EMIE MH 4 R (FH HERR B o fillE
HREEEEEHITEMR R » R HIEARE o

FFRERRRfAS cantharidin p B4 » F| FI 107 22 REMUSH B S L LRy > R ERARARAA
SEIOHE B4 » R A B T o SETT R A R N E A s (SEM) » B EfuRE
b > SISO RS Rk B SR OR B B & 2 4 K AU (blebs) ~ Hi#k=E (microvilli)
HEEINRY o FHIASEAEFEMSE(TEM)EE » e 8L E ARSI
i EL B BT S BA EEE H/MB R B4 o HINESRESS a0 » Il 4 R BR XU RE
(nuclear indentation) » HfifIESth A #RHES R o I RBRSOE > BAREETR
cantharidin &M ARG BRI IMNEIER ©

pAgEEE - HCC 36 #iffg » Hep 3B #fiffg » SEM » TEM » Cantharidin
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A study of the technological literacy education
curriculum sstatus in vocational nursing school

ExF FEE WS
B RBEEER

mE
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Z&ﬁ&ﬁ&%ﬁ%ﬁﬁ’%ﬂﬁﬁﬁ%ﬂﬂ&ﬁﬁwmﬁﬁﬁﬁﬁﬁhﬁ%ﬁ@
%@%ﬂ&ﬁﬁ%ﬁ@%@ﬁ@%ﬂﬁﬁ%ﬁﬁ%ﬁ@ﬁﬁ%ﬁ%i@ﬂ&éﬁhﬂ
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&ﬁ%ﬁgﬁﬂZ%ﬁ’Eﬁ%$ﬁﬁ%ﬁﬁtﬁ%$ﬁ’ﬂ%ﬁﬁﬁﬁﬁ°

ARBHBZ BT BT st ke R RRAL ) -Citsaat-Alusies
ﬁ%ﬁgﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁ’ﬁﬁﬁﬁiﬁﬁﬁﬁﬁ’%ﬁﬁﬁﬁ°

RRERE [ HOBRE ~ T TR BoRE
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HREFAIBEAUMATHEETRHFTAZHR

EEF HEE BRER HRF
HILE SRS R

wm =

AR SRR T ~ BRI B RENAE ST EE TR RS BREE
EERESEERER SR — R MR B FIRER B AT AR BRE R
36 it o BHFERERANT -

—~ —REIEZHRETENRERBCHRR

—RIEE AR EEEIE 24 it > HP=RER EMAEIE— - M~ A
RSP HRERSRBEOMS - 2HMM— KRB E PIHHBT 197 @HREBRBEMLOE
& MR ERRERIU RSN EE IRRS  RERREELU GRS IRERRS
R BEEHROEARREE  REERARNBNRRR D L FgRAEHTR I X
R R B o
= HEERMECHRETRENEERBRCHRE !

BEAME AR A EENE 7 A By L MEEHE DR HR R BRI
S0 R MHHEEEEER B AUBRIE It IR T 146 ARKERBREMOMS HROTRER
REAIU B RBHNEBRS & 4%  RERRBEEUEAEBREIRRS - 47
60% ° FEEAHBIENHIE 2 | RKERBIES MEWKBERRZEENRERESR
o
=~ ZEREZHAETESRBERBCHER !

BRI EA AR UEHRIE 5 A R AV ERERIE PR L RRBERRAR
Ao BER HHHAIE T HET 38 FRESRBEMOES HRORBRBEHIN
B FNEREPE BRS > HERBREELEVRBIRERS o

BAGA | BUB - BUBRE - HBERBHERT o
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& b B 15 6 A AR KA BT AT H R
— B BRI kAR

EEAE mAD HEF E A HKF
GILERbEE SRR

wm =

AR RRA TR R ERRERER] gEat AL B BB IR (ERLET ~ 2
éb&ﬁﬂﬁ@kiﬁ%ﬁ%ﬁ*&&%@ﬁ%ﬁ%%@ﬁKW%%%%@%%%%%E
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B RERIEH - NEHSESOER
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Bk AR e EREREE RN HE P TRHR
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S ERRREERRNHEPE =AM

5E$ﬁﬁﬁﬁﬁéiﬁm“&Eﬁ%@ﬁ%%ﬁzm+EZW§%%~%’RﬁE
Fﬁtﬁ—%iioEEﬁﬁﬁi&%&%ﬁ%%ﬁ%ﬁ%ﬁ%%§2ﬁ+ﬁ¢ﬁﬁ%ﬁ
Ao

6%%%%%%%~&%ﬁﬁﬁﬁ%%%2%+%¢ﬁﬁﬁﬁﬁ°§$%%E%ﬁ§
SEREREERRIN R ERSEHER

MEE | —ACEERE - BEENRE




S H M R AR Z IR R A TR EE
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HwKkE EEF
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AHFEZE HOTE RS B T TR AT AR SR pidse NG JEIEE
RIS A TS SRR RE ~ LR R s R R o AR
Likert AR BETREETHE » SR 394 RS Bl 311 £ » HREERR 78
9% o HHFRERE | EI@%?‘J%E&fﬁ%ﬁ&ﬁﬁ%%Eﬂﬁtﬂi—’ééﬁIVFB’\JE i > Bz
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FEHIHER Eﬁ%ﬁ%}‘%ﬂﬁ%ﬁﬁ@@%ﬂ%%ﬁﬁ?ﬁ%ﬁi°%§BF‘343?%@%‘1351@%?”&’9
SRR R HRRTBUAL » R BB AWM ERTERIT SR EORE
7= R ATBEN o B (0 IR B T ORISR IR TRAEE R R ERFIRRERRE
Bt basEER o EI%ﬁ*lﬁ%ﬂﬁﬁﬁﬂ@@ﬁgﬁi%%Faﬁ%%ﬁﬁ%f%i@%ﬂ@%
2 > Hp RSB BB RRE R H R R ERIRBSRIER

M@ ESER - BTHE - A TR - HREXE
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FRWE A B RRSHEEAR GEREIMRFE
VABE B B B ) (2 53t & 5 —F)

AEA wE% AFE BAE BB
Ei RS ERER
TR T BRI
SHEB BT RER TR

ZKE?%EB’\JE@?WE%/J\ﬁgﬁﬁ%ﬁﬁﬁﬁﬁﬁﬁﬂﬁEZ%* ~ SR EEFIRE E K
HRERGEE Z Bk MRS B R A TR RR Wt NUEBE R AR
N A B L EEE - RN ARERT MR REET 612 Fir/ N BB
NP ARAREEA R R E RORHERREETHR MBEKIEY . ARARDH
WA 442 1 BREKEELS 92.85% ; HEA RS HREE 537 13 » HAREI AR TS 98.
53% o ARFFEHIEERIAT !

SR SRRSO REREERAERR ] TR R

i) e [ TG MG TR ©
—RE | EEABEENRE PrEsneEEt | RIEEHE IREE  HI BEEkE

B A X8 B BN A SR R HORER HERbE 36 HAXE—

R FTRHE EHRMRICER
= 5 55.7% K/ NSRS P A R A RAE LR E 2 HEREE - SEARBRBEBUF

s RS | | T 77 AR S 2 Ho BB BB B A -

8 > ZHEEHINIE - BRAS U REEREEHAERE
g 12.1% 8/ N R RZ R EEA B RRELRRESIERAE BEAR=HEEAR

DEEERIEEBE B R L ERES | W URHUEE A B R 2 IR

T > 7 S o TR AT A B OB A BT - DU AR R L REA
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The Genetic Epidemiology of Breast Cancer in a

Ping-Ling Chen(F# 5L 53)
B ApEEAR

Case-control studies consistently demonstrate that relatives of breast cancer
patients areat a two-to three-fold excess risk of breast cancer. However, no study
has examined the distribution of breast cancer risk factors in these relatives,
precluding the ability to discern between shared environment or genes as the
cause of familial aggregation. It is now established by linkage studies that at least
a portion of early-onset breast cancer is associated with an inherited predisposi-
tion. However, the contribution of inherited factors to late-onset breast cancer
remains unclear.

A nested case-control study was conducted on 485 Iowa families. Incident
breast cancer cases occurring in 1988-1989 and cancer-free controls were selected
from a prospective cohort study. A pedigree development form was mailed to the
index cases and controls to identify first-degree female relatives. Information on
cancer risk factors were subsequently collected on these relatives through a
mailed questionnaire.

The risk to sisters of postmenopausal breast cancer cases is increased for both
early-(less than 50 years; OR=1.41) and late-onset (greater than or equal to 50
years; OR=1.81) breast cancer after controlling for measured risk factors. Th
familial aggregation of late-onset breast cancer may be determined by a common
autosomal codominant susceptibility gene that affects age-at-onset. Ina subset of
families identified by a postmenopausal breast cancer index case, risk of breast
cancer may be mediated by BRCAL, with heterogeneity effects identified by
waist-to-hip ratio using linkage analyses with a polymporphic marker (D17S579).

In conclusion, a familial tendency to late-onset breast cancer, and the role of
genetic predisposition on the disease have been suggested in this dissertation. It is
hoped that knowledge of the interaction between heredity and other risk factors
will aid in understanding the biologic nature of breast cancer and identifying
prevention strategies.

Key words: Genetic epidemiology, Postmenopausal breast cancer
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A Prevalence Study of Scoliosis Screening in one
Junior High School of Taipei
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