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Investigation in Rats of the Antihyperglycaemic
Effect of Plant Extracts Used in Taiwan for
the Treatment of Diabetes Mellitus

Feng-Lin Hsu, Juei-Tang Cheng*

3 Graduate Institute of Pharmaceutical Sciences, Taipei Medical College, Taipei City, Republic of China
Depariment of Pharmacology, College of Medicine, National Cheng Kung University, Tainan City, Taiwan,
3 Republic of China

ABSTRACT

In order to clarify the hypoglycaemic activity of plants that are widely
 used to diabetes mellitus in Taiwan, the present study investigated the effective-
 ness of ten plant extracts by screening the decrease of blood glucose level in
1 strepozocm -induced diabetic rats. We found that only six plant extracts exhibited
1 %lood glucose lowering activities in the rat. Blood levels of insulin were also deter-
" mined using radioimmunoassay methods, Lack of an increase of insulin-like im-
" munoreactivity in rats treated with these six plant extracts ruled out the media-
1 ‘tion of insulin-dependent mechanisms. Similar effects were also observed in
‘ glucose-challenged rats treated with these ‘extracts. The results confirmed the
':hypog'lycaemic activity of these plants and suggested that this action was
’toduced through an insulin-independent mechanism.

Key words: blood glucose; streptozocin; diabetic rats; insulin; hypoglycaemic

ants; Taiwan.
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Inhibition of Platelet Activation and
Endothelial Cell Injury by
Polyphenolic Compounds Isolated from
Lonicera japonica Thunb

W. -C. Chang and F. -L. Hsu*

Department of Pharmacology, College of Medicine, National Cheng Kung University, Tainan, Taiwan and

*School of Pharmacy, Taipei Medical College, Taipei, Republic of China

ABSTRACT

Effects of the polyphenolic compounds isolated from Lonicera japonica Thunb
on platelet aggregation, platelet thromboxane biosynthesis and hydrogen
peroxide-induced endothelial cell injury were studied. With regard to the inhibi-
tory effect on human platelet aggregation, methyl caffeate, 3,4-di-O-
caffeoylquinic acid and methyl 3,d-di-O-caffeoylquinate had a strong effect. They
significantly inhibited the second wave of platelet aggregation induced by ADP.
Concerning thromboxane biosynthesis triggered by calcium ionophore A23187 in
platelets, methyl caffeate and methyl 3,4-di-O-caffeoylquinate had the most
potent inhibitory effect. Methyl 3,4-di-O-caffeoylquinate directly inhibited the
conversion of arachidonic acid to thromboxane by platelet microsomes, while
methyl caffeate did not have any significant effect on thromboxane biosynthesis
in platelet microsomes. In the prevention of hydrogen peroxide-induced endoth-
elial cell injury in culture, protocatechuic acid, methyl caffeate, methyl chlor-
ogenic acid and luteolin were significantly effective. The inhibitory effect on
platelet activation and the cytoprotective effect on hydrogen peroxide-induced
cell injury may explain the possible role of polyphenolic compounds isolated from
Lonicera japonica Thunb in maintaining vascular homeostasis.
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Two Gallates from Quercus glauca

Shiow-Yunn Sheu, Feng-Lin Hsu and Yu-Chan Lin

Graduate Institute of Pharmaceutical Sciences, Taipei Medical College, 250,
Wu-Hsing Street, Taipei, Taiwan, R. O. C.

ABSTRACT

Two novel phenol glucoside gallates, querglanin and isoquerglanin, were iso-
lated from the leaves of Quercus glauca. From chemical and spectroscopic evi-
. dence, they were characterized as 2-iso-propyl-4-hydroxyl-5-methyl phenol 1-O-
, p.D-(G’-O-galloyl) glucopyranoside and 2-iso-propyl-4-hydroxyl-5-methyl phenol
" 1-0-p-D-(3'-O-galloyl) glucopyranoside, respectively. In addition, the occurrence
of seven known flavonoids was demonstrated.

i Key word Index-Quercus glauca; Fagacease; phenol glycoside gallates; 2-iso-
~ propyl-4-hydroxyl-5-methyl phenol 1-0-3-D-(6'-galloyl) glucopyranoside; 2-iso-
~ propyl-4-hydroxyl-5-methyl phenol 1-0-8-(3-0-galloyl) glucopyranoside; querg-

lanin; isoquerglanin.
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In vitro screening of antimotility effect
on human sperm with
polyphenolic compounds purified from
Chinese herbal medicines

H. -S. Chiang, S. -P. Wang, F. -L. Hsu :
Department of Urology and Graduate Institute of Pharmaceutical Sciences, Taipei Medical College, Taiwan, RO(

ABSTRACT

Twenty-four kinds of pure compounds extracted from Chinese herbal medi-
cines were studied for their effects on the human sperm motility. Seven of them
were found to inhibit sperm motility at the concentration of 2 mg,“ml. These 7
substances were further investigated for their sperm motility-inhibitory effect at
the concentration of 3.0 mg,/ml, 4.5 mg /ml, 6.75 mg “ml to test the dose-related
response. The results showed that 5 of the 7 extracts, namely casuarinin, cin-
namtannin B-1, pedunculagin, epicatchin-(443-8)-epicatechin-(43-8)-catechinand
catechin have strong inhibitory effect on sperm motility with dose-response rela-
tionship. Since the chemical structures of these extracts have already been deter-
mined, further studies should aim to explore the mechanisms of their antimotility
effect on human sperm. It would appear that some traditional chinese herbal
medicine have the potential of becoming new and acceptable forms of male oral
contraceptives in the future.
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Phenolics from Kadsura japonica

Shiow-Yunn Sheu, Feng-Lin Hsu and Y_u-Chan Lin
Graduate Institute of Pharmaceutical Sciences, Taipei Medical College.

ABSTRACT

In addition to protocatechuic acid, gallic acid, (+)-catechin, (+)-
L gallocatechin, taxifolin, ampelopsin and rutin, two hydrolysable tannins, geraniin
i and chebulinic acid, were isolated from the fresh bark of Kadsura japonica
1 (Schisandracease). Their structures were established on the basis of spectroscopic
_evidence in conjunction with chemical reaction.

_ Key words: Kadsura japonica, Schisandraceae, phenolic acid, flavan-3-ol,
ﬂavonoid, hydrolysable tannin.
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Tannins of Euphorbiaceous Plants. X. Antidesmin
A, a New Dimeric Hydrolyzable Tannin from
Antidesma pentandrum var. barbatum

Takashi Yoshia, Osamu Namba, Che-Feng Lu,

Ling-Ling Yang, Kun-Ying Yen, Takuo Okuda
Graduate Institute of Pharmacognosy, Taipei Medical College

ol
i

n ABSTRACT

! A new hydrolyzable tannin antidesmin A (4), was isolated along with car-
| pinusin (1) and geraniin (2) from dried leaves of Antidesma pentandrum Merr. var
barbatum Merr., and its dimeric structure, composed of davidiin (3) and geraniin
(2) has been elucidated by spectral and Chemical methods.
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duction of Differentiation of the Human Promyelocytic
Cekll Line (HL-60) by Conditioned Medium of
Ceathea letifera-Stimulated Mononuclear Cells

Po-min Chen, Kuo-I Hsiao, Jenn-long Su, Jacqueline Liu and Ling-Ling Yang
Graduate Institute of Pharmacognosy, Taipei Medical College

ABSTRACT

Studies by some investigators have shown that human leukemic cell lines,
| primarily of myeloid lineage, retain their ability to differentaite in vitro when
~ exposed to a variety of compounds such as differentiation-inducing factors pres-
ent in conditioned medium (CM) including retionoic acid [1], phorbol diesters [2],
" dimethyl sulfoxide, Clerodendron fragrans [3] , and when cocultured in CMs
. gecreted from lectin-stimulated lymphocytes or Chinese herb-stimulated mononu-
clear cells [4] . Recently, it became apparent from other studies that interferon-y
- (IEN-v), colony-stimulating factor (CSF), and interleukin-2 (IL-2) have been
identified in CM and have been found to express some of their effects by inducing
~ differentiation. However, there is also an unidentified differentiation-inducing
activity (DIA) distinct from the above well-known factors that has a similar
- effect [4] . ’

There are only a few papers reporting CM of Chinese herb-stimulated
mononuclear cells to have a capacity to induce differentiation of HL-60 cells. In
;the present study, we report another CM, called CL-CM, secreted from Ceathea
' Jetifera-stimulated mononulcear cells, which has the capacity to induce HL-60
 cells to differentiate into mature cells.
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Study of the Activities of Chinese Herb Viscum |
alniformosanae Part II: the Components of Conditioned
Medium Produced by Viscum alniformosanae-Stimulated

Mononuclear |

Po-min Chen, Kuo-I Hsiao, Jenn-long Su, Jacqueline Liu and Ling-Ling Yang
Graduate Institute of Pharmacognosy, Taipei Medical College

ABSTRACT

The human promyelocytic cell line HL-60 can be induced to monocytoid termi-
nal differentiation by several conditioned media produced by lectin-stimulated
mononuclear cells. We reported previously that a 572-conditioned medium (CM)
secreted from viscum alniformosanae-stimulated mononuclear cells also had the
capacity of inducing HL-60 leukemic cells into mature monocytes. In the present
study, we showed that 572-CM did not contain INF-r, TNF, IL-1 and IL-2 as
determined by using ELISA tests. This CM was unable to induce granulocyte-
macropage colony formation. Sodium dodecyl sulphate polyacrylamide gel
electroporesis (SDS-PAGE) was used to detect the components of this CM. After
running the acrylamide gels, a wide band protein, in the 65-80 kd range was
obtained and it was different from those of other mitogens.
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Review: Therapeutic Efficacy of Mebendazole,
Praziquantel, Albendazole and Niclosamide for
the Treatment of Taiwan Tenia Infection

1) Pin-Chin Fan, 2) Wen-Cheng Chung and 1) Chung-Yung Lin

1) Department of Parasitology, National Yang-Ming Medical College, Taipei, Taiwan, R. O. C.
2) Department of Parasitology, Taipei Medical College, Taipei, Taiwan, R. O. C.

ABSTRACT

Taeniasis is an important public health problem among the aborigines in Ta-
jwan. We have conducted intermittent but extensive field surveys of taeniais
among aborigines in the past seven years. Following the surveys, we have also
used six taenicides (mixture of areca nuts and pumpkin seeds, atabrine, mebend-
" azole, niclosamide, albendazole, and praziquantel) to treat thousands of aboriginal
. patients. Among these six taenicides praziquantel was shown to be the most effec-
~ tive, followed by atabrine and niclosamide, Albendazole is only slightly effective
" and mebendazole was not effective. Although areca nuts and pumpkin seeds mix-
 ture is highly effective against Taiwan Taenia, we do not recommend to use this
~ drug for mass treatment because of its inconyenience. In addition to the evalua-
" tion of these drugs, a review of the chemotherapy of taeniasis in Taiwan was also

- presented in this paper.
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Studies on Taeniasis in Taiwan
XV. Prevalence of Taeniasis in Paiwan, Rukai
and Tsau Tribes of Aborigines in South Taiwan

1) Wen-Cheng Chung, 1) Jin-Liang Lu and 2) Ping-Chin Fan

1) Department of Parasitology, Taipei Medical College, Taipei, Taiwan, R. O. C.
2) Department of Parasitology, National Yang-Ming Medical College, Taipei, Taiwan, R. 0. C.

ABSTRACT

In order to understand the prevalence of taeniasis in Tsau, Paiwan, and Rukai
aborigines, 366 Tsau school children in seven villages of Alishan District, Chiai
County were examined by a single scotch tape perianal swab and 488 Tsau adults in
Laichi of the same district surveyed by the combined methods of questionnaire and
showing gravid segments. The formalin-ether concentration method was used to
examined 262 Paiwan adults in three villages of Taiwu District, Pingtung County,
and 225 Rukai adults in three villages of Taiwu District, Kaohsiung County. The
overall infection rates in the Tsau school children, Tsau, Paiwan, and Rukai adults
were 0.5%, 0.02%, 3.8%, and 2.7%, respectively. After treatment with atabrine,
each of one Tsau male and four Paiwan males expelled one Taiwan Taenia with
scolex. The efficacy of this drug against taeniasis was 100%. At the same time, the
local names of Ascaris and Taenia were also surveyed.
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Studies of Taeniasis in Taiwan
XIV. Current Status of Taeniasis Among Yami
Aborigines on Lanyu Island, Taitung County,
Southeast Taiwan

Ping-Chin, Fan Wen-Cheng Chung, Chun-Yung Lin and Chin-Cheng Wu
Department of Parasitology, Taipei Medical College.

ABSTRACT

' In December 1989, 1,457 Yami aborigines in six villages on Lanyu District
] (Lanyu Island), Taitung County, Southeast Taiwan, were examined by question-
naire and demonstration of the proglottides or by scotch tape perianal swab tech-
i ;nique for taeniasis. The overall infection rate was 5%. The highest rate was found
~at Yehyin (8%) and the lowest at Yujen (2%). However, the rate did not signifi-
~ cantly differ among the villages. The infection rate peaked in the 51-60 yr age
;‘rqup (15%) and the lowest rate was observed in the 11-20 yr age group (<1%).
b “yo infection was found in the 21-30 yr age group. The infection rates of men and
- women were similar (5%). Twenty-one per cent of 304 families was found to
_include one or more infected members and a family with five infected person was
:%bserved at Yehyin. The infection rate of taeniasis on Lanyu Island decreased
from 16% in 1984 to 5% in 1989. However, 51 persons who were negative in 1984
u;rere positive at present, 26 were found to be positive in both studies, and 216 (12
:' ied) who were positive in 1984 were now negative, These results indicate that the
i ami people still eat raw meat and viscera of animals.

Key words: taeniasis, Yami aborigine, Lanyu Island.
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Clinical manifestations of taeniasis in Taiwan aboriginesg

P. C. Fan, W. C. Chung,* C. Y. Lin and C. H. Chan

Department of Parasitology, National Yangming Medical College and
*Department of Parasitology, Taipei Medical College, Taipei Taiwan, Republic of China

ABSTRACT

From 1974 to 1989, a total of 24,500 aborigines at 67 villages in ten mountain-
ous districts /towns in Taiwan were examined for the Taiwan Taenia infection
and 12% were found to be infected. In order to define the clinical manifestations
of taeniasis caused by the Taiwan Taenia, 1661 aborigines in ten mountainous
districts were surveyed. The overall clinical rate was 76%. The clinical rate was
highest among Atayal aborigines (81%), followed by Bunun (66%) and Yami (61%)
aborgines and lowest among Ami aborigines (40%). Among 1153 infected people,
10% had passed gravid segments in the faeces for less than 1 year, 24% for 1-3
years, 17% for 4-5 years, 23% for 6-10 years, 16% for 11-20 years, 7% 21-30 years,
and 3% over 30 years. Twenty-six occurrences of gastrointestinal and neur-
ological symptoms were reported by 1258 infected persons. Passing proglottides in
the faeces (95%) was the most frequent sign, followed by pruritis ani (77%), nau-
sea (46%), abdominal pain (45%), dizziness (42%), increased appetite (30%), head-
ache (26%), ect.

Key words: Taenia, man, Taiwan, symptoms, Cestoda
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Experimental Infection of Philippine Taenia in
Domestic Animals

P.C. Fan,* C. Y. Lin* and W. C. Chung*

* Department of Parasitology, National Yangming Medical College and
+ Department of Parasitology, Taipei Medical
College, Taipei, Taiwan, Republic of China

ABSRTACT

v In the present study, six 34-44-day-old Small-Ear-Miniature pigs and one 14-
' day-old Holstein calf were each fed 10,000 Philippine Taenia eggs and sacrificed
- 27-43 days after inoculation. The infection rate was 100% for both pigs and calf
.- with cysticerci recovery rates of 11 and 6%, respectively. A total of 6431 cysticerci
' were recovered only from the livers of the six pigs and 597 only from the liver of
i‘the calf; more occurred in the parenchyma (pigs 75%, calf 83%) than on the sur-
1 face (pigs 25%, calf 17%). Mature cysticerci were found in four of the six pigs. A
“total of 317 cysticerci recovered from the pig livers were mature and the rest were
‘éither immature (926), degenerate or calcified (5188). All 597 cysticerci recovered
' from the liver of the calf were degenerate or calcified. Measurements of length,
1ndth diameter of protoscolex, rostellum, and sucker and hooklet pattern indicat-
i that Philippine Taenia is very similar to Taenia from Taiwan, Korea, Indonesia
ad Thailand and very different from classical T. saginta and T. solium.

Key words: Cysticercus; rostellum; rudimentary rostellar hooklet; Taenia.
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The Study on the Complexation
of Pertechnetate with Cysteine
by Thin Layer Chromatoraphy

Ai-Yih Wang, Jiunn-Liang Lin, Jiunn-Guang Lo, Zei-Tsan Tsai*

* Institute of Nuclear Science, National Tsing Hua University Hsinchu 30043, Taiwan, R. O. C.
* Institute of Nuclear Energy Research P. O. Box 3-27, Lung-Tan 32500, Taiwan, R. O. C.

ABSTRACT

The labelling of cysteine with **TcO,~ and **"TcO,~ in different cysteine con-
centration, reductant and pH value was studied by thin layer chromatography in
this report. In the present of stannous chloride and cysteine the pertechnetate
was firstly reduced to its lower oxidation state and complexed with cysteine. The
yellow complex (Anqx =420 nm) was formed in the initial stage and then gradually
changed to the red one (A;.x =540 nm) and green one (Am.x=645 nm) during the
reaction proceeding. Both of the complexation rate and the labelling yield in-
creased with increasing of cysteine concentration at constant reductant concen-
tration and pH values. The stannous chloride, pertechnetate, pH value and the
reaction time not only majority factors to effect the labelling yield also effect the
complex species. The pentavalent tecchnetium complex (yellow) is the dominant
species in the lower cysteine concentration (especially at 22.4 mM). When the
cysteine concentration is higher enough or the reaction time is longer, the qua-
drivalent technetium complexes (red and green) become more preponderant. The
label yield was calculated by double strip method, it was higher than 99% in the
condition of 400 mM cysteine, 7.5 mM stannous chloride and 12.5 mM peretech-
netate at pH 8 within 10 minutes reaction.
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. Chemical Characterization of Complexation Behavior
| of Pertechnetate with Cysteine

Ai-Yih Wang,* Jiunn-Liang Lin,* Jiunn-Guang Lo,* Zei- Tsan Tsai**

* Institute of Nuclear Science, National Tsing Hua University, Hsinchu 30043, Taiwan, (R. O. C.)
** Iystitute of Nuclear Energy Research P. O. Box 3-27, Lung Tan 32500, Taiwan (R. O. C.)
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ABSTRACT

The labeling behavior of cysteine with **TcO,~ ion and “or **mTcO," ion at
different cysteine concentrations reductant and pH values has been studied by
chromatography, and the labeling yield was calculated. Three major Te-
complexes, yellow, reddish brown and green can be separated by gel filtration
chromatography (GFC). Thin layer chromatography (TLC), high performance
liquid chromatography (HPLC) and ion-exchange chromatography (IC) were used
 to separate the complexes collected fromGFC. The TLC, HPLC data show the

pertechnetate accompanied with a yellow complex; the green and purple complex
contain more than two complexes. Electrophoresis and IC data show that the
- complexes carry a negative charge. The conductivity, UV-VIS, flow beta-detector
~ with HPLC ad autoradiography are also applied to anazlyze complex formation.
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Radio-High Performance Liquid Chromatographic Stud A

on Radioactive **Cl Compounds

A.-Y. Wang, J. -G. Lo, J. -H. Wang

Institute of Nuclear Science, National Tsing Hua
University, Hsichu, 30043, Taiwan, Republic of China

ABSTRACT

Reaction of recoil 3*Cl atoms with o-dichlorobenzene in the presence of car-
bon tetrachloride or iodine has been studied by using radio-high performance liq-
uid chromatography. The major products were detected by 4-channel-
wavelengths spectrophotometric detector. The radioactivity of **Cl compounds
including minor products was measured with a Nal(T]) scintillation detector. The
main products found were *°Cl labeled HC1,Cl,, CHCl;, CCl,, o-, p-, m-C;HCl,
and polymer, whereas only minor products such as HCl ~Cl,, CHCl,, C,Cls, C;H;
Cl,, and polymer were found in the radio-chromatogram. The reaction mecha-
nisms of recoil **Cl atom are briefly described.
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Preparation of ["'I] Lipiodol as a Hepatoma
Therapeutic Agent

Jiunn-Guang Lo', Ai-Yih Wang’, Yuan-Yaw Wei!, Wing-Yiu Lui?,
Chin-Wen Chi? and Wing-Kai Chan?

: 1 nstitute of Nucelar Science, National Tsing Hua University, Hsinchu, Taiwan, Republic of China,
- 2Tqipei Veterans General Hospital, Taipei, Taiwan, Republic of China and *Institute of Biomedical
y Sciences, Academia Sinica, Taipei, Republic of China

ABSTRACT

‘ An isotopic exchange method was used to label lipiodol with '*'I. The labelling
_efficiency was <92.5%, and the radiochemical purity of ['*'I] lipiodol was above
ﬁ% as determined by ITLC. The influencing factors e.g. the heating temperature,
fuction time, pH and storage conditions were studied and the optimum conditions
-Were determined.

1 ~ Inapilot study injecting ['*'I] lipiodol for the treatment of hepatoma, about
70% of hepatoma patients had a response to the treatment with a reduction of
‘a-fetoprotein and decrease of hepatoma sizes. The overall median survival was 9
ponths (range 2-17 months).
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Neurasthenia in Taiwan.
A Diagnostic Entity or Destigmatized Paradigm
of Mental Disorders?

Eng-Kung Yeh

ABSTRACT

This is one of the eight papers invited from East Asian countries and United
States by the editor to contribute to the special volume on “Neurasthenia Revisit-
ed” in Psychiatric Annals. The author has found the diagnosis “neurasthenia” has
been very scanty in the psychaitric practice presumably due to the influence of
DSM-III in Taiwan during the past several years. Furthermore the
" term“neurasthenia” has been more often used among the non-psychiatric profes-
sionals as the destigmatized paradigm of mental disorders rather than as disease
~ entity. In order to establish neurasthenia as a disease entity, the author emphas-
'~ ized the need of careful study with well-validated and culture-sensitive diagnostic

~ shedule.
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The Changing Rate of Major Depression

Hwu HG, Yeh EK, Chang LY

ABSTRACT

Objective.—To estimate temporal trends in the rates of major depression
cross-nationally.

Design.—Nine epidemiologic surveys and three family studies.

Setting and Participants.—Approximately 39000 subjects in population-based
samples from nine epidemiologic surveys, and 4000 relatives from three family
studies that were conducted independently but using similar methodology in the
1980s in North America, Puerto Rico, Western Europe, the Middle East, Asia, and
the Pacific Rim.

Outcome Measures.—Age at first onset of major depression by birth cohort
and time period. J

Results.—There was an increase in the cumulative lifetime rates of major
depression with each successively younger birth cohort at all sites with the excep-
tion of the Hispanic samples, in whom the rates in the older cohort (1915 through
1935) were approximately equal to those of the younger cohorts. However, results
of fitting statistical models that separate period and cohort effects showed an
overall increase in the rates of major depression over time over all countries,
although the magnitude of the increase varied by country. The average relative
risk of major depression between a particular cohort and the cohort born immedi-
ately before varied between 2.6 (95% confidence interval, 1.8 to 3.7) in Florence,
Italy, and 1.3 (95% confidence interval, 1.2 to 1.4) in Christchurch, New Zealand.
Short-term fluctuations in the rates of major depression during specific time
periods and in specific cohorts also varied by country.

Conclusions.—Cross-nationally, the more recent birth cohorts are at in-
creased risk for major depression. There are, however, variations in the long-and
short-term trends for major depression by country, which suggests that the rates
in these countries may have been affected by differing historical, social, economic,
or biological environmental events. The linking of demographyic, epidiologic, eco-
nomic, and social indices by country to these changes may clarify environmental
conditions that influence the rates of major depression.
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Studies on the Synthesis of Isoquinolines
as Potential 3-Adrenergic Blocking Agent

Chi-Ming Chen* and Chu-Min Liu

Graduate Institute of Pharmaceutical Sciences, Taipei Medical College
and National Research Institute of Chinese Medicine
Taipei, Taiwan, Republic of China

ABSTRACT

1 Based on structure-activity relationship study on higenamine (1) in the previ-
 ous paper, two isoquinolines, coclaurine (2) and isococlaurine (3) were shown to
‘j‘ have weak 3-adrenergic blocking activity. Now the catecholic hydroxyl moiety on
~ higenamine (1) was replaced by more lipophilic substitutions. Four benzyliso-
~ quinoline derviatives, (+)-norcinnamolaurine (1), (+)-N-norarmepavine (18), 1-(p-
1 hydroxybenzyl)-1,2,3,4-tetrahydrobenzo [h] isoquinoline (29 and 1-(p-
hydroxybenzyl)-6,7-dichloro-1,2,3,4-tetrahydroisoquinoline 29 were synthesized
by the Bischler-Napieralski and Reissert reactions. The results of the phar-
" macological evaluation of the compounds 17, 18, 24 and 29 on the B-adrenergic
' tissue of the left atria indicated that compounds 17, 18 and 29 did antagonize the
B-receptor at high concentration. However, these blockers were much lesss active
~ than propranolol.
Key words: Higenamine; (+)-Norcinnamolaurinel (+)-N-Norarmepavine;
' 1-(p-Hydroxybenzyl)-1,2,3,4-tetrahydrobenzo [h] isoquinoline; 1-(p-
Hydroxybenzyl)-6,7-dichlor-1,2,3,4-tetrahydroisoquinolime; f-Adrenergic
- recptor antagonist.
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Disposition of asarone after intravenous administration tgq
rabbits assessed using HPLC

T. H. Tsai*, C. M. Chen*, C. -F. Chen*,

* National Research Institute of Chinese Medicine, Taipei, Taiwan,
+Graduate Institute of Pharmaceutical Sciences, Taipei Medical College, Taipei, Taiwan, and
*+Department and Institute of Pharmacology, National Yang-Ming
Medical College, Taipei, Taiwan, Republic of China.

" ABSTRACT

A simple and sensitive high-performance liquid chromatography (HPLC)
method for the determination of asarone in rabbit plasma has been developed. Up
to 0.1 mL of plasma containing asarone was deproteinated by acetonitrile, which
contained an internal standard (indomethacin). The supernatant was injected into
a Nucleosil 7C18 column using acetonitrile-water-triethylamine (55:45:0.1 v /v,
pH 5.4-5.5, adjusted with orthophosphoric acid) as the mobile phase and UV detec-
tion at 257 nm, followed by UV spectrum identification (between 200 and 380 nm)
with a photodiode array detector. The method is rapid, easily reporduced, selective
and sensitive. It was applied to pharmacokinetic studies of asarone in rabbit, after
5, 10, or 20 mg kg~! intravenous administration. Rapid distribution followed by a
slower elimination phase was observed from the plasma concentration-time curve.
The plasma disposition at each dose fitted well to a two-compartment open dispo-
sition and the terminal disposition became much slower as the dose was increased,
suggesting a nonlinear dose-dependent plasma asarone disposition.
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Ceruloplasmin: A Copper-Containing Glycoprotein
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ABSTRACT

: The study on cerulopasmin in many aspects has been promising since Holm-
~ perg and Laurell first isolated and characterized it in 1948, 20 years after the
~ essentiality of copper has been established. The review on this subject tends to
] give information regarding the composition and structure of ceruloplasmin; func-

tions of ceruloplasmin; how does ceruloplasmin deliver copper to cells; tissues in

which cerulopasmin is synthesized; synthesis _/secretion of ceruloplasmin; factors
~ influencing ceruloplasmin synthesis in liver; properties of ceruloplasmin; cerulo-
plasmin receptors and ceruloplasmin determination (assay, analysis, or measure-

ment) as well.

Key words: Ceruloplasmin, copper-containing enzyme, copper-containing
~ protein, copper-containing glycoprotein, ferrioxidase, ceruloplasmin receptor,
‘ copper homeostasis, ceruloplasmin gene, ceruloplasmin determination (assay,
: analysis, measurement)
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y Butylidenephthalide, a constituent of Ligustricum wallichii Franch. (Umbel-

n liferae), proved to be the most important and active in antispasmodic effects. In
order to study the influence of the length of alkylidene-group on its antispasmodic
effect, we have synthesized four alkylidenephthalides, ethylidene-, propylidene-,
butylidene- and pentylidenephthalide. The present investigation is an attempt to
understand the effects of these four on the pituitrin-induced decrease of coronary
flow, contractility and heart rate in the isolated guinea pig hearts.

Butylidenephthalide, like nitroglycerin but unlike aminophylline, significant-
ly overcame the pituitrin-induced decrease in coronary flow. Aminophylline-non-
significantly but slightly increased the contractility and heart rate. Nitroglycerin
significantly decreased the heart rate but not contractility. Butylidenephthalide,
however, significantly decrease both, the heart rate and contractility. Therefore,
butylidenephthalide may decrease more demand of oxygen consumption than
nitroglycerin in myocardium of the isolated preparations.

The above results siggest that butylidenephthalide may be an useful antian-
ginal drug owing to its high crude therapeutic ratio (Table 1). Receently we also
reported the drug inhibited platelet aggregation by inhibition of cyclooxygenase
and intereference of calcium mobilization.

Key words: Butylidenephthalide, Ligusticum wallichii, guinea pig heart, coro-
nary flow, heart rate, contractility.
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ABSTRACT

The effects of microinjection of an excitatory amino acid (glutamate, 10 “eg)

~ or several inhibitory amino acids (taurine 10 zg, GABA 10 ug or glycine 10 ug) into

~ the dorsal raphe region on cardiovascular function were assessed in rats under

pentobarbltal sodium. Intraraphe adminsitration of glutamate, but not saline,

~ caused an increase in the mean arterial pressure. By contrast, intra-raphe admin-

~ jstration of taurine, GABA or glycine, but not saline, caused a dercase in both the
~ mean arterial pressure and the heart rate. The glutamate- -induced hypertension or
both the hypotension and the bradycardia induced by taurine, GABA or glycine
4 was antagonized by pretreatment with intra-raphe injection of a serotonergic
] receptor antagonist (1 ug cyproheptadine). In addition, the vasopressor and
‘3 bradycardua responses to an intravenous dose of epinephrine (2.5 ug “kg) were
1 “usessed in saline-treated rats and amino acid-treated rats. Intra- raphe in injec-
{ ’tion of glutamate produced a significant decrease in reflex bradycardia compared
% the controls. On the other hand, administration ‘of taurine, GABA or glycine
‘l\to the dorsal raphe region led to an enhancement of epinephrine-induced
h‘adycardla Again, the reduction or the facilitation of the epinephrine-induced
bra dycardia following administration of these amino acids was antagonized by
‘pretreatment with cyproheptadine. The results suggest that the serotonergic
'l‘eceptor mechanisms in the dorsal raphe region play a role in the elaboration or
! odulation of the cardiovascular responses to amino acids (including glutamate,
urine, GABA and glycine).

' Key words: amino acids, reflex bradycardia, arterial pressure, heart rate, dor-

raphe nuclei, serotonin, brain.
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The Effect of Exogenous Dopamine on Ileal Smooth Musc'
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ABSTRACT

In the isolated ileum of guinea-pig, treatment with dopamine producted a
lowering of muscle tone in a dose-dependent manner. Dopamine-induced relaxa-
tion at low concentration was reversed by haloperidol, the specific antagonist of
dopamine receptors. The relaxations by dopamine induced at concentration of 1
#M or higher were abolished by haloperidol with propranolol. At the con-
centraion sufficient to block S-adrenoceptors, propranolol attenuated this relaxa-
tion by dopamine at high concéntrations. Similar results were also observed in
tissues concerning the dopamine-stimulated formation of cyclic AMP. Mediation
of dopamine receptor and S-adrenoceptor in this cyclic AMP-related relaxation
can thus be considered. Failure of sulpiride, an antagonist of dopamine DA-2 rece-
ptors, to reverse the actions of dopamine ruled out the participation of DA-2 rece-
ptor. Otherwise, SCH23390, the blocker of dopamine DA-1 receptors, reversed the
responses to dopamine at low concentration only. Actions of dopamine indaced at
high concentration were disappeared in the presence of SCH23390 with pro-
pranolol. Thus, the obtained data suggest that dopamine induced relaxation of
ileal smooth muscle through an activation of dopamine DA-1 receptors and “or a
stimulation of B-adrenoceptors at the concentrations over 1 M to result in an
increase of cyclic AMP in guinea-pigs.

Key words: dopamine, receptor subtypes, 5-adrenoceptors, ileum, relaxation,
cyclic AMP, guinea-pig.
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ABSTRACT

In the isolated jejunum of rabbits, norepinephrine (NE) lowered the muscle
tone in a dose-dependent manner which was potentiated by yohimbine, an antago-
mst of a,-adrenoceptors. Guanethidine and ~or bretylium, the adrenergic neuron
_plockers, attenuated this action of yohimbine, indicating the participation of
~peuronal a,-adrenoceptors. In the presence of guanethidine and atropine,
clonidine and guanabenz reduced the relaxative responses to forskolin, but they
did not modify the responses to dibutyryl cAMP. The inhibition mediated by these
. a,-adrenergic agonist was abolished by pertussis toxin, an inhibitor of Gi protein.
The actions of clonidine and guanabenz were also blocked by yohimbine and ~or
rauwolscine. Thus, the Gi protein mediated inhibition of adenylate clclase by post-
- synaptic a- -adrenoceptors in muscle cells can be considered. The obtained data
indicated that «,-adrenoceptors are presented in adrenergic nerve terminals and
smooth muscle of jejunum of rabbits to function as the feed-back autoreceptors in
autonomlc neurotransmission.

Key words: a,-adrenoceptors, adrenergic nerve terminal, smooth muscle, je-

_ junum, rabbits.
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ABSTRACT

Infusion of adrenaline into the upper lumbar subarachnoid space in lightly
anesthetized mice produced a significant elevation of the nociceptive threshold as
quantitated by tail flick test. The antinociceptive effect of adrenaline was dose-
dependent and antagonized equally by pretreatment with either alpha-1 selective
antagonist prazosin or alpha-2 selective antagonist yohimbine at a dose of 0.05
1g,/5 ul/mouse. This antinociceptive effect of adrenaline was also blocked
pretreatment with beta antagonist propranolol or opiate antagonist naloxone at
higher doses, i.e., 0.5 «g and 1.0 zg 5 x1 “mouse, respectively. These results sug-
gest that the antinociceptive mechanisms of adrenaline at the lumbar spinal level
in the mouse seem to be mediated not only through alpha-and beta-adrenergic
pathyways but also through opiate system.

Key words: adrenoceptor, antinociception, intrathecal injection, tail flick
latency, mice.




