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OEFRZFE#MX  Original papers
1) Chung H.-J., Maruyama I. and Tani T.: Salko-ka-Ryukotsu-Borel—To imhibits intimal thick-
ening in carotid artery after balloon endothelial denudation in cholesterol-fed rats. Biol
Pharm. Bull., 26 (1): 56-60 (2003)
Abstract: Oral administration of Saiko-ka-Ryukotsu-Borei-To (SRB), a traditional Chinese formulation, dose
dependently inhibited intimal thickening in carotid artery injured by balloon endothelial denudation in cholesterol-
fed rats. SRB also inhibited vascular smooth muscle cell (VSMC) proliferation, which is assessed by counting the ,
VSMCs immunoreactive with antiproliferating cell nuclear antigen (PCNA) antibody in the intimal area. VSMC pro-
liferation is considered to play a central role in the development of intimal thickening. SRB slightly, but not signifi-
cantly, reduced serum total cholesterol and low-density lipoprotein cholesterol. These results indicate that the
suppressive effect of SRB on intimal thickening may result from its inhibitor'y effect against VSMC proliferation,
but does not depend on lowering of lipid levels. - 7
The balloon injury model used in this study has similar pathological processes to restenosis after peréutaneous
cpronai’y intervention (PCI). Therefore the present results may provide a new therapeutic strategy using SRB to re-
duce restenosis after PCI in the freatment of patients with ischemic coronary artery disease. Furthennofe, since it is
considered that artery restenosis after balloon injury in PCI is "accelerated atherosclerosis,” SRB may have benefi-

cial effects in atherosclerosis that develops over a long clinical course in hypetlipidemia, diabetes, etc.

2 ) Zhang S.-X., Tani T., Yamaji S., Ma C.-M., Wang M.-C., Cai S.-Q. and Zhao Y.-Y.: .Glycosyl
flavenoids from the roots and rhizomes of Asarum longerhizomatosum. J. Asian Nat. Prod.

Res., 5 (1): 25-30 (2003) '
Abstraét: Two new glyéosyl ﬂavoniods including a glycosyl aurone were isolated, together with six known
ﬂévonoids, from the roots and rhizomes of Asarum longerhizomatosum. The structures of the two new compounds
-~ were elucidated as 4,6,4'-trihydr0xy;aurone-4,6-di-O-B-D-glucopyranoside (7, caulesauroneside) and naringg:nin-
7,4'-di-O-B-D-glucopyranoside (8, caulesnatinsi;ie)A The six known flavonoids were identified as naringenin (1),
naringehin-5,-O-B-D—glucopyran0side (2), naringenin-7-O-B-D-glucopyranoside (3), chalcononaringenin-2'-O-p-D-
glucopyranoside (4), naringenin-S,7'—di-.O-ﬁ-D-qucopyrandside A(5), chalcononaringenin-2',4'-di-O-f-D-glucopyranoside

6) respectiv¢1y. This is the first report of the isolation of aurones in the family Aristolochiaceae.

3) Baba T., Nishino T. and Tani T.: Effects of herbal drugs prescribed in wood creosote p—ills on
the dissolution profile of guaiﬁcol. Biol. Pharm. Bull., 26 (2): 194-198 (2003)

Abstract: Wbod creosote pills (P4) containing wood creosote. and four herbal drugs, Gambir, Phellodendri Cortex,
Glycyrrhizae Radix, and Citri Unshiu Pericarpium (CUP), have B_éen used to treat food poisoning and diarrhea
through self-medication in Japan. The mean dissolution time (MDT) of guaiacol, one of the active constituents of
wood creosote, from P4 (138.3 +33 min) Was significantly longer than that (42.6 *+4.3 min) from pills (P0) contain-
ing only wood creosote. The MDT of the variant pills prepared from P4 without CUP (54.3 i 12.5 min) was found
to be significantly shorter than that of P4. These findings suggest that CUP plays an important role in sustaining the
dissolution of guaiacol from P4. The long MDT of guaiacol is considered one of the most important factors affecting
the duration of efficacy after oral administration of wood creosote pills. The brésent findings are considered proof

that CUP has been’prescribe_d in traditional as well as new formulations of wood creosote pills.

4 ) Chung H.-J., Kim D.-W., Maruyama 1. and Tani T.: Effect of traditional Chinese formula-
tions on rat carotid artery injured by balloon endothelial denudation. Am. J. Chin. Med.,
31(2): 201-212 (2003). | '

Abstract: We examined the inhibitory effects of traditional Chinese formulations (TCF s) on rat intimal thickening



8

of carotid artery injured after balloon endothelial denudation. Ambng the eight TCFs examined, Oren-gedoku-to
(Huanglian-Jiedu-Tang in Chinese), Choto-san (Diao-Teng-San), Saiko-ka-ryukotsu-borei-to (Chaihu-jia-Longgu-
Muli-Tang) and Dai-joki-to (Da-Cheng-Qi-Tang) significantly inhibited intimal thickening 7 days after denudation. -
These four TCFs also inhibited vascular smooth muscle cells (SMCs) prohferatlon, which may play a central role
for the development of restenosis after percutaneous coronary intervention (PCI). Present results suggest that further

evaluation of four TCFs as an inhibitor of SMCs.proliferation to prevent arteriosclerosis is warranted.

5) He J.-X., Akao T. and Tani T.: Influence of co-administered antibiotics on pharmaeokinetic
fate in rats of paeoniflorin and its active metabolite paeenimefabelin-I from Shaoyao-Gancao-

tang. J. Pharm. Pharmacol., 55 (3): 313-321 (2003) o
Abstract: The effects of orally co-administered antibiotics on the pharmacokmetlcs of paeomﬂorm (PF) and
~ paeonimetabolin-I (PM-I), a bioactive metabolite derived from PF by intestinal bacteria, from Shaoyao-Gancao-tang
(SGT, a traditional Chinese formulation), were investigated in rats.to cla}fify the feasibility of administering SGT to-
gether with some synthetic drugs. Co-administration of the antibiotics amoxieillin and metronidazole (AMPC-MET)
significantly increased the arca under the plasma concentration versus time curve (AUC) of PF, while it markedly
decreased that of PM-I, to 2.6 % of the normal AUC by administration of a single dose and less than 1 % by a 3-day
. pre-treatment.  Similar effects were observed using the combination of ofloxacin (OFLX) with SGT. The PF-
metabolizing activity ef intestinal bacteria was reduced to 16 % and 33 % of the normal levels by treatment with
AMPC-MET and OFLX, respectively, which caused alterations of that degree in the extent of absorption of PF and
PM-I, but did not affect their rate of abserption or elimination. The present study suggests that it may not be appro-
priate to use SGT simultaneously with antibiotics such as AMPC-MET or OFLX, and also reveals the important role

of intestinal bacteria in the pharmacokineties of the active components of this traditio‘nal Chinese formulation.

6) J#EE#% FRAEAT, 8 BA D & EEOE B & (& EE) @Fﬁa‘?é*ﬂﬁﬁb}%
. FBEMEE, 38 (1) 1-10 (2003) - ‘

Abstract: A systematic database was constructed to examine the frequency of appearance of individual formula-
tions and crude drugs in Jin-Kui-Yao-Lue, a traditional Chinese formulary used for chronic miscellaneous internal
diseases. This formulary contains 263 kinds of genuine formulations, but because of overlapping or repetition, ‘the
total number of formulations mentioned is up to 309. It was proved that among the 212 kinds of crude drugs de-
scribed in Jin-Kui-Yao-Lue, the five crude drugs mo'st frequently mentioned are Glycyrrhizae Radix, Cinnamomi
Ramulus, Zhingiberis Rhizoma, Zizyphi Fructus and Paconiae Radix, which are used in Guizhi-tang, Keishi-to in
Japanese. Mel used for preparing pills appears more frequently in Jin-Kui-Yao-Lue than in Shang-Han-Lun, which
is the most commonly referred Chinese medical formulary for treatment of acute externally contracted disease. The
way of using Astragali Radix, Sinomeni Caulis et Rhizoma, Moutan Cortex and Cnidii Rglzoma described in Jin-
Kui-Yao-Lue differs from that described in Shang-Han-Lun. Furthermore, the directions for the use of Pinelliae

Tuber for cold-phlegm syndrome and Poria for dampness;retention syndrome are developed in Jin-Kui-Yao-Lue.

7) Yamamoto Y., Majima T., He J.—X., Saiki I., and Tani T.: Chemical and pharmaceutical
evaluation of Daitou-Gancao in comparison with usual Glycyyhizae Radices. J. Trad. Med.,
20 (3): 102-110 (2003) '
Abstract: The chemical and pharmaceutical characteristics of Daitou-Gancao (Taito-Kanzo in Japanese), which is
- a newly imported Chinese Glycyrrhizae Radix: from about 1997 in order to make up the deficit of Dongbei-Gancao
(Tohoku-Kanzo in Japanese). Its botanical.origin was identified as Glycyrrhiza uralensis Fisch., by on-the-spo'& in-
vestigations in the Gansu and Shanxi provinces of China. The HPLC fingerprint of Daitou-Gancao was similar to

“that of two concurrent medicinal Dongbei- and Xibei-Gancao (Seihoku-Kanzo), but different from that of Xinjiang- ‘
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Gancao (Shinkyo-Kanzo), which does not conform to the Japanese Pharmacopoeia XIV standard. Daitou-Gancao
and the medicinal Dongbei- and Xibei-Gancao were also clearly distinguishable from non-medicinal Xinjiang-
Gancao by principal component analysis and hierarchical - cluster. analysis using 7 HPLC-peak-area data.
‘Furthermore, Daitou-Gancao had an anti-allergic effect and pharmacokihetic profile of glycyrrhetic acid, an active
metabolite of GL, similarly to Dongbéi—Gancao. The present chemical and pharmaceutical study suggests that

Daitou-Gancao could be used concurrently with Dongbei- and Xibei-Gancao, which conform to the JP XIV.

8) Yamamoto Y., Majima T., Saiki I., and Tani T.: Pharmaceutical evaluation of Glycyrrhiza
uralensis roots cultivated in eastern Nei-Meng-Gu of China. Biol. Pharm. Bull., 26 (8): 1144-
1149 (2003) ‘

Abstract: To clarify the feasibility of medicinal use of the cultivated Glybyrrhiza resources, the equivalency be-
tween the G. wralensis roots cultivated in eastern Nei-Meng-Gu-of China and medicinal licorice (Glycyrrhizae
Radix, Gancao in Chinese and Kanzo in Japanese) was examined. The HPLC fingerprint including glycyrrhizin (GL)
of the cultivated roots was similar to that of medicinal Gancao, but different from that of non-medicinal Xinjiang-
Gancao (Shinkyo Kanzo in Japanese). Similarity between the cultivated roots and two medicinal Gancao was con-
firmed quantitatively by hierarchical cluster analysis on the basis of HPLC-7-peak-area data. Moreover, the 4-year-

old adventitious roots conformed to the five standards described in the Japanese Pharmacopoeia XIV (JP XIV). .
The 4-year-old adventitious roots had similar pharmaceutical properties to those of medicinal Dongbei-Gancao
4 (Tohoku Kanzo in Japanese) as determined by examining IgE-mediated “triphasic skin reaction in mice and
pharmacokinetic profile of glycyrrhetic acid, an anti-allergic metabolite of GL. The present pharmaceutical study
suggests that the 4-year-old adventitious roots of G. uralensis cultivated in eastern Nei-Meng-Gu of China are com-
parable to médicinal Gancao conforming to the JP XIV, and may be a potential medicinal source to compensate for

the insufficiency of wild Glycyrrhiza plants caused by collection restriction in China.

9) He, J.-X., Akao T., and Tani T.: Repetitive administration of Shaoyao-Gancao-tang to rats re-
stores biOavailability of glycyrrhizin reduced by antibiotic treatment. J. Pharm. Pharmacol.,
55 (11): 1569-1575 (2003) ‘

. Abstract: Shaoyao-Gancao-tahg (SGT), a traditional Chinese formulation, is often used together with antibiotics
such as amoxicillin and metronidazole (AMPC-MET) for the treatment of peptic ulcer in Japan. However, the
bioavailability of glycyirhizin (GL) in SGT was se_Verely reduced by a single administrétion of AMPC-MET, and the
reducing effect cohtinued for 12 days. GL is one of the major pharmacologically important glyéosidés in SGT; GL
is transformed into the active metabolite glycyrrhetic acid (GA) by intestinal bacteria in the gut, followed by absorp-
tion of the latter into the blood. In order to-reduce the negative effect of AMPC-MET on bioavailability of GL, the

_optimum scheduling of the mediéatio_ns was examined.We found that the reductions of the plasma GA concentration
and the GL-metabolizing activity in faeces caused by a single dosé of AMPC-MET could be sharply attenuated by
the repetitive administration of SGT for 4 days. The GA concentration and the GL-metabolizing activity were
strongly enhanced by further continuous administration of SGT. The present findings suggest that repetitive admini-
stration of SGT starting 1 or 2 days after the administration of AMPC-MET speeds the recovery of thé
bioavailability of GL in SGT. Similar strategies for administering medications may also be useful for combination

therapy of antibiotics with other traditional Chinese formulations containing bioactive glycosides.*

10) He, J.-X., Akao T., and Tani T.: Restorative effect of repetitive administration of Shaoyao-
Gancao-tang on bioavailability of paeoniflorin reduced by antibacterial synthétic drugs treat-
ment in rats. Biol. Pharm. Bull., 26(11), 1585-1590 (2003).

Abstract: Paeoniflorin (PF) is a bioactive glucoside in Shaoyao (peony root), that is transformed into an
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antispasmodic metabolite, paconimetabolin-I (PM-I); by intestinal bacteria in the gut after oral administration of
Shaoyao or Shaoyao-Gancao-tang (SGT, Shakuyaku-Kanzo-To in Japanese). SGT is a pain-relieving traditional
Chinese formulation (Kampo-medicine in Japanese) and is often used together with antibacterial synthetic drugs,
such as aruoxicillin and metronidazole (AMPC-MET), in peptic ulcer therapy. Since the bioavailability of PF in SGT
‘has been reported to be significantly reduced by co-administered antibacterial drugs, we investigated how to mini-
‘mize this reducing effect of antibacterial synthetic drugs treatment in the present study. We found that repetitive ad-
ministration of SGT starting 24 h after AMPC-MET treatment rapidly restored the plasma PM-I concentration from
SGT reduced by AMPC-MET, due to its restorative effect on the decreased PF-metabolizing activity of intestinal
- bacteria in rat feces. The present findings suggest that it may be clinically useful to administer SGT repetitively,
starting 1 or 2 days after treatment with a mixture of AMPC-MET during their combination therapy, to accelerate
the recovery of the reduced bioavailability of PF in SGT. Similar administration regimens may also be useful in
other combination therapies involving traditional Chinese formulations and antibacterial synthetic drugs to ensure

 the efficacy of the bioactive glycosides in the formulations.

11) FHE®XE, # A &%0)%159’*#912‘ ) o H%%”ﬁ*u 03#1%*%%@%1‘%6 g
FHEEE, 38 (2) : 151-160 (2003) ' .
Abstract: The frequency and way of using "Yao-dui (pair of two kinds of crude drugs, Yaku-tai in Japanese)" used
in Shang-Han-Lun, a famous formulary in traditional Chinese medicine, was examined. The best ten kinds of pairs
of two crude drugs frequently mentioned in the formulary were those among five drugs contained in Guzzhz -tang
(Keishi-to in Japanese), which is a major formulation in Shan-Han—Lun Radix Glyeyrrhlzae Preparata (Sha-kanzo
in Japanese) and Ramulus Cinnamomi (Keishi in Japanese) were used in pairs very frequently, which is used for the
' treatment of palpitation caused by deficiency of Xin—yang (Shin-yo-kyo in Japanese) and usually used with Poria.
‘Radix Glycyrrhizae Preparata and Radix Paconiae worked in pairs for the treatment of muscular spasm and pain due
to Xue—deﬁc1ency syndrome (Kekkyo in Japanese) Radix Glycyrrhizae Preparata is used together with Rhnzoma.
Zingiberis (Ka_n kyou in Japanese) for the treatment of diarrhea with cold pain in the lower abdomen and usually -
used with Radix Ginseng and Aconiti Preparata. The experimental knowledge of the way .of these pairs of crude

drugs will be useful to create new formulation of crude drugs for modern medical treatment.

12) FHEHX, # LA TR oWl 0% » bﬁi%%ﬂ%ﬁéﬁ% ﬁﬂii’%ﬁw 8(2):
193-204 (2003)
Abstract: In the "Shang-Han-Lun,"a famous old formulary in traditional Chinese medicine, the lexogenous diseases
‘are classified into six stages of syndromes according to the progress of the illness in general terms for tai-yang, shao-
yang, yang-ming, tai-yin, shao-yin and jué—yin stages. The frequency of particular combinations of two crude drugs
used in the six stages of diseases was examined to obtain the guidanee in the preparation of new and appropriate for-
mulations for modern medical treatments. The best pairs frequently mentioned in fai-yang and yang-ming stages
were the pair of Glycyrrhizae Preparata Radix (Sha-kanzo in Japanese) and Cinnamomi Ramulus (Keishi in
Japanese), and Rhei Rhizoma and Natrii Sulfas, respectively. The characteristic combinations in the shao-yang stage
were the pairs containing Scutellariae Radix and Pinelliac Tuber, which is contained in the formulation Xiao-Chai-
Hu-tang (Sho-saiko-to in Japanese). The pair of Glycyrrhizae Preparata audv Radix Paconiae Radices is the charac-
teristic in the tai-yin stage, which is used for the treatment of muscular spasms and pain. The pair of Aconiti
. Preparata and Zingiberis Rhizoma is.used for the treatment of diarrhea with cold pain in the shao-yin and jue-yin ,
stages. The present results of these particular pairings of crude drugs will be useful to create a new formulation of

crude drugs for modern medical treatment.
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13) Yang R.-P., Komatsu K., Sato T., Namba T., Yamaji S.: Pharmacognostical Studies on the
Chinese Crude Drug "Xuelianhua" and Related Ethonomedicines (Part 4). On Botanical
Origins of the Chinese "Xuelianhua" and Tibetan "sPang-rtzi" Derived from Species of Sect.
Eriocoryne of Genus Saussurea. J. Jap. Bot., 718(6): 315-329, 2003.

Abstract: In previous papers, we anatomically confirmed the botanical origins of the Chinese "Xuelianhua" and re-
lated crude drugs. They were shown to be' derived from plants of subgenra Eriocoryne and Amphilaena of the genus '
Sau&surea (Compositae). However, some samples circulafed in the market were damaged by insects and/or shaking
during transportation, and-leaves were broken into fragments too small for anatomical scrutiny. In those samples,
large amounts of woolly hairs were found and derived from subgen. Eriocoryne. In order to clarify the origin of such
samples, morphological observations of the flowers, achenes, and pollen grains of Eriocoryne plants were carried
out. We found that 12 species of subgen. Eriocoryne plants are distinguished by the following characteristics; thé ap-
pearance of bristles consisting of emergences on the ‘re'ceptacle, the presence of coronule on achenes, pappus color,
the presence of glandular hairs on the involucral phyllaries, corolla tube and achenes and variation in ornamentation
of pollen exine. Based on these results, ‘the origins of "Xuelianhua" from Hongkong and "sPang-rtzi" from Golmud,
Qinghai were identified to be a mixture of ﬂowenng whole plants of S. namzkawae and S. medusa, and those of S.

quercifolia, respectlvely

O#AER  Review articles
1) % HA, BABLK:NEOTUAF—LEER BEHEOFERNBE., EH E&EHIGE, 12 (2):
141-148, 2003 ' .
2) 8 BA I REBEEIBREM~ELSRECLIHRELTFH~NOT7 o —F~ ALV FIE—,
21 (6) : 605-608, 2003.

ORERE Scientiﬁc presentation
OCEMF¥%, tSHlFEE
1) Chung H.-J., Maruyama 1., Tani T.: Saiko—ka-Ryukofsu-Botei-To inhibits the migration and proliferation of
vascular smnoth muscle cell and results the suppression of carotid intimal thickness after balloon injury. in
rats. The 9th Southeast As1an-Western Pacific Reglonal Meetmg of Pharmacologlsts (2003 8.19-23, Busan,
Korea)
2) & BA (REEED @Jﬂmﬁ{t%%%ﬂ‘ B L *ﬂﬁ??%@;’%ﬁ%?ﬂ’ﬁ?ﬁ. HARFEE¥S
B S RSCIATREIRS, 2003.9.21, #E. |
3) Yamaji S., Komatsu K. : Plant Anatomy in Pharmacognosy : Present and Future. The 6th Joint Seminar
Recent Advances in Natural Medicine Research, JSPS-NRCT Core University System on Natural Medicine
in Pharmaceutical Sciences, 2003, 12, Bangkok
O—MmeE
4) % BAELAY VAT 5 v FEESOMRENE - EILEREN AT S T 30 A RR
FERFERMRHIE Y » # Vv 4, 2003.1.13, L. ' |
5) A 2, % EA, LB B E=1HAR HMG-CoA BuB%EEK Pitavastatin O—B(LER .
(NO) 2/ L IE Pﬂﬂifﬁfﬂﬂ@%aﬁfﬁﬂi HASFLH 12364, 2003.3.27. K.
6) D.Dawa, LE&#H—, IMAHOTF : EO Rt F Ny b E% thE Ifiunt%‘:ﬁ% (828 ] DIX#E
WHIZD>WT—, HEEFES %123@ £, 2003.3.28. K.
7) He J-X., Akao T., Tani T.,: Repeated medication of Shaoyao-Gancao-tang restores bioavailability of its two
glycosides in rats reduced by antibiotics. The 20 th Annual meeting of Medical and Pharmaceutical Society
_ for WAKAN-YAKU. 2003.8.30-31, Kumamoto.
8) FHEHE, & HA:4AEofsdbe G 25 H’%E%B@J} DRZEFE S, FH20EF
(%Ei 2R&, 2003.8.30-31, HER.
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9) EiEth, PaTFREME, F RA K7 LAY - +AF D IERRRS (guaiacol) OJ%UIinaJ:Gi*ﬂEﬁ
FROEE. HNEFIEEEEAKS, 2003.8.30-31, HEA.

10)-EREEE], REGEE, M1 %%, MIREE, BREL 86 R B BA: AT H I O S 8
CRER-HERSM V)2 ) Frevick sy ABE AR — .‘%ZO@*D(%E% KRE
© 2003.8.30-31, HEZA.

11D i Feky, FHEEKR, SEHEW, B BA, FEES /ﬁﬂﬁsﬁ& Thl/ThZ/\7 Y R R

L AN S E:ZUML NV YFNT T l~) @xﬁ% FOEFEERF = j(x, 2003.8.30-31, ' #&

A

12) thAx &, MIgZFEX, BAEXR, # EEA 3'4?@?\]%EE?‘£[Z$%BT%¢% L7 Glycyrrhiza

 uralensis IR OEMBIE & EHIREE, BAEEFRFEOEFESR, 2003.9.12-13, FR.
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