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1) Tahara E., Satoh T., Watanabe C., Shimada Y., Itoh T., Nagai H., Terasawa K. and Saiki
L.: A third-phase cutaneous (very late phase) response after elicitation with dinitrofluoro-
benzene in passively or actively sensitized mice. Allergol. Int. 48: 265-273, 1999.

Abstract: Previous studies have reported that the mice passively sensitized with anti-dinitrophenol (DNP) IgE an-
tibody exhibited IgE-mediated cutaneous reaction with an immediate phase response (IPR) at 1 h and a late phase
response (LPR) at 24 h after the Challenge of dinitrofluorobenzene (DNFB). We found that the third-phase inflam-
matory reaction with intense and persisting infiltration of eosinophils, named *very late phase reaction (vVLPR)’, was
induced following IPR and LPR in response to DNFB in actively and passively sensitized mice, and that the peak
response of VLPR was at 8 days after the challenge. This reaction was slightly observed in non-sensitized mice.
Since the accumulation of eosinophils in VLPR was markedly observed when compared with that of LPR at 24 h,
the vLPR may be an important reaction in allergic diseases. The development of VLPR was partly decreased in mast
cell-deficient WBBO6FI -W/W" mice and was absent in T cell-deficient BALB/c-nu/nu mice in passive sensitization.
These results indicate that the VLPR in the triphasic cutaneous reaction may be mainly mediated by T cells and par-
tially by mast cells and/or IgE antibody, and consequently lead to an intense ear swelling accompanying massive

infiltration of eosinophils.

2) Tahara E., Satoh T., Toriizuka K., Nagai H., Nunome S., Shimada Y., Itoh T., Terasawa K.
and Saiki L. : Effect of Shimotsu-to (a Kampo medicine, Si-Wu-Tang) and its constituents on
triphasic skin reaction in passively sensitized mice. J. Ethnopharmacol. 68: 219-228, 1999.

Abstract: Previous studies have reported that mice passively sensitized with anti-DNP (dinitrophenol) IgE anti-
body exhibited IgE-mediated skin reaction with an immediate phase response (IPR) at 1 h and a late phase response
(LPR) at 24 h after the challenge of DNFB (dinitrofluorobenzene). We recently found that a third phase inflamma-
tory reaction with intense and persisting infiltration of eosinophils, named very late phase response (VLPR), was
induced by DNFB challenge peaking at 8 days. In this study, we examined the effects of a Kampo medicine,
Shimotsu-to (Si-Wu-Tang), and its constituent crude drugs on triphasic skin reaction in passively sensitized mice.
Shimotsu-to inhibited ear swelling in LPR and vLPR after DNFB challenge in a dose-dependent manner, and slightly
diminished the scratching behavior considered to be associated with pruritis in IPR. The inhibitory effect on LPR and
vLPR was partly due to Cnidii Rhizoma (Senkyu) in Shimotsu-to formulation, especially its fraction 5 containing
cnidilide. On the other hand, Angelicae Radix (Toki) rather than Cnidii Rhizoma (Senkyu) in Shimotsu-to, inhibited
the scratching behavior, although it did not inhibit the ear swelling in IPR. These findings indicate that the Shimotsu-

to formulation is useful for the inhibition of cutaneous infiarnmatory diseases.

3) Fushimi H., Komatsu K., Namba T. and Isobe M. : Genetic heterogeneity of ribosomal RNA
gene and matK gene in Panax notoginseng. Planta Medica 66: 659-661, 2000.

Abstract: Previously, 18S ribosomal RNA gene and matK gene sequences of Chinese herbal medicines, Ginseng
Radix, Panacis Japonici Rhizoma and Panacis Quinquefolii Radix were shown to correspond with those of the origi-
nal plants, Panax ginseng, P. japonicus and P. quinquefolius, respectively, with the species-specific sequences espe-
cially for 18S rRNA gene sequences. In P. notoginseng and its derivative, Notoginseng Radix, however, we found
two genetic groups with respect to both gene sequences. Five base substitutions were detected on both gene
sequences and the homology between two groups was 99.7% for the 18S rRNA gene and 99.6% for the matK gene,

respectively. One genetic group was found to have the identical sequences as those of P. ginseng.

4) Satoh T., Tahara E., Yamada T., Watanabe C., Itoh T., Terasawa K., Nagai H. and Saiki
L. : Differential effect of antiallergic drugs on IgE-mediated cutaneous reaction in passively
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sensitized mice. Pharmacol. 60: 97-104, 2000.
Abstract: We investigated the eftect of several antiallergic agents on murine IgE-mediated biphasic cutaneous re-
action. Mice were passively sensitized by an intravenous injection of monoclonal anti-dinitrophenol (anti-DNP) IgE
antibody. Skin reaction was elicited by an epicutaneous challenge of dinitrofluorobenzene (DNFB) and occurred
biphasically with immediate-phase response (IPR) and late-phase response (LPR) at 1 and 24 h, respectively.
Classical histamine H1 receptor antagonists and some chemical mediator-release inhibitors, such as diphenhydramine
and terfenadine, inhibited IPR, but not LPR. In contrast, leukotriene B4 (LTB,) receptor antagonist (ONO-4057) in-
hibited LPR only. Antagonists for LTC,, D, E, receptor (ONO-1078) and platelet-activating factor (PAF) receptor
(Y-24180) significantly inhibited both IPR and LPR, similarly to prednisolone. We recently found that a third-phase
inflammatory reaction with marked infiltration of eosinophils (named very-late-phase response; VLPR), which is
supposed to be a more important reaction in allergic diseases, was induced, peaking at day 8 following IPR and LPR
in this model. The effect of these drugs on the triphasic skin reaction can be scored based on efficacy against
IPR /LPR/VLPR; +/+/+ (prednisolone, a PAF receptor antagonist Y-24180, cyclosporin A and FK-506), +/-/-
(diphenhydramine), +/+/- (azelastine and LT receptor antagonist ONO-1078), and -/+/+ (an LTB4 receptor antago-
nist ONO-4057). Thus the inhibitory effect on VLPR as well as LPR may relate to the inhibition of eosinophil
function mediated by LTB, and PAF and/or T cells. These findings may provide the basis for a treatment modality

using various antiallergic agents in allergic disease.

5) Yamamoto M., Miura N., Ohtake N., Amagaya S., Ishige A., Sasaki H., Komatsu Y., Fukuda
K., Itoh T. and Terasawa K. : Genipin, a metabolite derived from the herbal medicine Inchin-
ko-to, and suppression of Fas-induced lethal liver apoptosis in mice. Gastroenterol. 118: 380-
389, 2000.

Abstract: Background & Aims: We showed previously that a Kampo (Chinese/Japanese herbal) medicine, Inchin-

ko-to (ICKT), inhibits hepatocyte apoptosis induced by transfoming growth factor B1in vitro. The present study in-
vestigated whether ICKT or its ingredients inhibit Fas-mediated liver apoptosis in vivo. Methods: Acute liver injury
was induced by an intravenous injection of anti-Fas antibody, Jo2. The effects of ICKT and its ingredients on lethal-
ity, histology, apoptotic index, serum transaminase levels, caspase activation, mitochondrial membrane potential
(AW), and mitochondrial pemeability transition (MPT) were analyzed. Apoptosis in mouse hepatocytes in vitro was

also evaluated. Results: Pretreatment with ICKT rescued 75% of Jo2-treated mice and markedly suppressed liver

apoptosis/injury. Genipin, an intestinal bacterial metabolite of geniposide that is a major ingredient of ICKT, was
found to be an active principle of ICKT. Genipin also suppressed in vitro Fas-mediated apoptosis in primary-cultured
murine hepatocytes. Activation of caspase 3 and 8 in the liver homogenate and rapid reduction of AW of
hepatocytes isolated from Jo2-treated mice were inhibited by genipin preadministration. The resistance to Ca2+-
induced MPT was enhanced in liver mitochondria of genipin-treated mice. Conclusions: These results suggest that

the antiapoptotic activity of genipin via the interference with MPT is a possible mechanism for therapeutic effects
of ICKT.

6) Bando M., Shibahara N., Shimada Y., Meselhy M. R., Akao T., Itoh T. and Terasawa K. :
Pharmacokinetic study of Paeoniflorin, Paeonimetabolin-I and Glycyrrhetic acid in humans
after oral administration of Paeony Root, Glycyrrhiza and Shakuyaku-Kanzo-to. J. Trad.
Med. 17: 26-33, 2000.

Abstract: The pharmacokinetics of Paeoniflorin (PF), Paeonimetabolin-I (PM-I) and Glycyrrhetic acid (GA) after
oral administration of the decoction of Paecony Root (PR) and Glycyrrhiza (GR) and Shakuyaku-Kanzo-to (SK) were
studied using human subjects. Concerning the intra- and inter-individual variability of PF and PM-I after oral ad-

ministration of SK, each inter-individual coefficient of variation (CV) of the pharmacokinetic parameters was larger
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than its intra-individual CV. There was no significant correlation between each pharmacokinetic parameter and each
subject’s physiques. These results suggested that a large inter-individual variability were not caused by differences
in the subjects’ physiques. Regarding a comparison of the pharmacokinetic parameters, AUC and Cmax of PF of PR
were significantly higher than those of SK, and MRT and Tmax of PM-I of SK were significantly longer than those
of PR. AUC of GA of SK was significantly higher than those of GR. There is the possibility that PR would be better
than SK when a stronger efficacy of PR is expected in a short time, and SK would be better than PR when a longer

efficacy of PR or a stronger efficacy of GR is expected.
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