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Pharm Tech Japan, 16(3), 171-179 (2000)
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Keywords: Analytical validation, Trueness, Intermediate preci-
sion

*1 R EARFEE TEE

BEZIIT, BEE— EERKOMTEDEERUE
ERFHET 3 72 H OERRETEQ

Pharm Tech Japan, 16(4), 541-565 (2000)
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Nakahara, Y.: Effects of Physiochemical Factors on
Incorporation of Drugs into Hair and Behavior of Drugs in
Hair Root.

CRC Press, New York, 1999, pp. 49-72.

Effects of physiochemical factors on incorporation of drugs
into hair were investigated. As a result, it was proven that basic
drugs were incorporated into hair much faster and at higher con-
centrations than neutral and acidic drugs, more lipophilic parent
drugs are a major component in hair, the drug incorporation into
hair greatly depends on the melanin and especially eumelanin
content of the hair and there are many chemical structural factors
affecting drug incorporation tendencies into hair. Furthermore,
we have shown that drugs are very quickly incorporated into the
hair bulb, and that drugs in hair root show peak concentrations
within 6 to 33 hours after administration.

Keywords: drug incorporation into hair, drug disposition, hair
analysis
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Keywords: Hair analysis, drug abuse, drug incorporation into
hair
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Hayakawa, T.: New drug approval process in Japan

Curr. Opin. Biotechnol., 10, 307-311 (1999)

The current situation in Japan regarding the approval process
for new drugs is described. These include: 1) the legal basis of
drug evaluation/registration and review system; 2) organizations
involved in the new drug application review and restructuring of
the review system; 3) the current new drug application review
system; and 4) technical requirement for biotechnological /bio-
logical products.

Keywords: New drug approval process, Biotechnological/ bio-
logical products
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Keywords: Viral safety, Biological products, Pharmacopoeia
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iR 4 T ¥ 4 5E (Cryobiology and Cryotechnology), 45,
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Recent progress in recombinant DNA technology and cell cul-
ture technology has enabled us to produce new medically useful
agents for gene therapy and cellular therapy. To enable these
products to be of use in human therapy, it is essential that suit-
able measures be taken by manufacturers and control authorities
to assure their quality, efficacy, and safety. This article describes
points, based on the latest sound scientific principles, to be con-
sidered for producing, testing, evaluating and controlling phar-
maceutical products for gene therapy and cellular therapy, espe-
cially with respect to their quality and safety.

Keywords: gene therapy products, Cellular therapy products
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Keywords: confocal microscopy, calcium ion, calcium spark
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Keywords: Parkinson’s disease, dopamine transporter, COMT
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Keywords: endogenous amine, Parkinson’s disease, neurotoxin
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Keywords: adenovirus vector, gene therapy
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Keywords: adenovirus vector, gene therapy
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Keywords: recombinant human thrombomodulin, urinary human
thrombomodulin, thrombomdulin potency
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Keywords: incinerator, alternative technology, regulation, guide-
line
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Keywords: TSE, TSE agent, prion, guidance, inactivation

Yagami, T.: Plant defense-related proteins and latex allergy
Environ. Dermatol., § (Suppl. 2), 31-39 (1998)
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Keywords: latex allergy, defense-related protein, allergen
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Keywords: latex allergy, defense-related protein, allergen
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Keywords: latex allergy, defense-related protein, allergen
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Keywords: latex allergy, allergen, cross-reactivity
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Keywords: latex allergy, allergen, cross-reactivity
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Keywords: solid-phase peptide synthesis, tyrosine O-sulfate,
cholecystokinin
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Keywords: household product, health hazard, protective measure
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Keywords: household product, health hazard, respiratory tract
disorder
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Keywords: household rubber product, allergic contact dermatitis,
rubber additive
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Keywords: rubber glove, type I allergy, type IV allergy
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Keywords: household product, allergic contact dermatitis,
causative chemical identification
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Keywords: irritant dermatitis, allergic contact dermatitis, contact
urticaria
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Keywords: sterility assurance, bioburden, antibacterial agents

e ERASNEICSUIRBORRETR

EREERDLELT— 1. BEILHE-T

PAHIP #, 28, 37-40 (1998)

ERPLEM SN TV EREE, BSEHENTVER
Wi, FRAEZEEZAONDREEICIOWTRILTL.
Keywords: sterility assurance, sterilization method, sterility
assurance level

ek, BEME* | ARG 2RERIER ISR
I SRR ERBRRIES

PitiBs®, 27, 377-385 (1999)
FREFRERIEZIT ) ERITIROMESIZOWTH
B—-ICEDOBATRHELL.
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Keywords: sterility assurance, biological Indicator, culture medi-
um
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- Keywords: validation study, routine control, sterility assurance
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Keywords: implant data system, biomaterial, reliability
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Keywords: measuring technology, volatile organic compounds,
formaldehyde
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Keywords: contaminants, monitoring system, environmental
chemicals
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Keywords: dioxin, PCDDs, PCDFs, Co-PCBs, total diet
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Keywords: generically modified foods, safety assessment
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Keywords: benzylpenicillin, spiramycin
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Ishiwata, H.: Daily intake of food additives and comparison

with acceptable daily intake

Bull. Dept. Med. Sci., 41, 79-89 (1999)
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A EEIBERMY, X7 70-XIOonT
AL, 40, J455-J457 (1999)

HRECER SN TV L HEKETHS A7 70— A%
BRIl SN-Z ed o, SEICBIT B HERR, bIE
DFKE, KK TOVTHIA L.
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Keywords: food contact plastics, residue chemicals, migration
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Yoko Kawamura: EDCs in food containers and packages
Asian Medical Journal, 42, 493-498 (1999)
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Keywords: endocrine disrupting chemicals, bisphenol A, styrene
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TaLELIZ, EYEERBICES T AEREIZOVWTD
A A

THER | REE=ZORFEH 7S —L 0% —T Ofth

DEM{ER—

FHLEEHAE 43, 241-244, (1999)
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YELZEHME ZRT. FEHE T, BEFoLFEEEE
B, HEEEE, £EYEEL2LIIonT, BEDMR
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IIBETF  REF=ORFFEIF~L>D{t¥E—75-
L mABEE (EHEBR~NDGEA) —
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Teshima, R., Nakamura, R.*, Furuno,T.* and Nakanishi, M.*;
Degranulation in Mast cells and Basophils ~Confocal and
Atomic Force Microscopy—

Bioimages, 7, 97-103 (1999)

The release of histamine and other inflammatory mediators
from mast cells and basophils is the primary event in a variety of
acute allergic and inflammatory conditions. The mechanism of
the release of granules from these cells and the degranulation
process of the cells is still not clear. Fluorescence microscopy
has played an essential role in cell biology by allowing visualiza-
tion of specific molecular components of cells. Recently, confo-
cal laser scanning microscopy and atomic force microscopy have
been introduced into the field for studying the dynamic molecular
organization. We review current views including our recent
imaging work in mast cell activation and degranulation by using
these new microscopic methods.

Keywords: mast cells, degranulation, imaging

* Nagoya City University

Nakanishi, M.* and Teshima, R.; Cell Signaling and Imaging

in Mast Cell Activation

Current Trends in Immunology, 2, 173-186 (1999)

Fluorescence microscopy has played an essential role in cell
biology and immunology by allowing visualization of specific
molecular components of cells. Recently,confocal laser scanning
microscopy and atomic force microscopy have been introduced
into the field and have extraordinarily changed the strategy for
studying the dynamic molecular organization and cell signaling.
They will bring about a new age in cell biology and immunology.
Thus,we will review our recent work for cell signaling and imag-
ing in mast cell activation,intending for many researchers to

obtain valuable information to study the cell function in alergy
and clinical immunology.
Keywords;fluorescence microscopy,mast cells,allergy

* Nagoya City University
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Altern.Animal Test.Experiment, 5, 278-283 (1998)
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Keywords: OECD guideline, sensitization, animal model
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Keywords: allergenicity test, chemical drug, animal model

W K, REBTF, HAMNE  RHREOBE LM
BREER—EEREEE, RMERICHWZ371Y
> DEE

TR R4, Vol.42, No.9, 266-271 (1999)

LRI B3 7 1) YO CEMb & EERE
FEEIIBIT2HL ) LHERABEE LR UCHRERRD
FREAOEBIIOWTEB L 2.
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Keywords: hazard analysis, critical control point, monitoring
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Keywords: hazard analysis, critical control point, monitoring
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Ze5iF i, 37, 376-379 (2000) '

Fea DEFH LTV ZREICEROMERHHFEL TW
5. WAL, COHBRROIIIILEHMCSHL, b
LWAHERLMODPDOHGRERLESLFA L TVA,
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Keywords: fungal contamination, building deterioration, harm-
ful fungi

BRI PUDERE
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Keywords: fungi , ecology, human environments
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WTE e, JAZEHENDB & FiE, REOBBR L
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" Keywords: environmental risk, risk assessment, uncertainty, inte-
grated risk analysis

Takai-Igarashi T: A Guide for the Cell Signaling Networks

Database.

TIGG, 11, 201-210 (1999)
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Keywords: cell signaling network, pathway database, inference
system
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J. of Toxicological Sciences, 24,app.,147-158 (1999)
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Keywords: drug abuse, designer drugs, reinforcing effect
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Keywords: green tea, pentachlorophenol, tumor promoter,
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Keywords: Notch signaling, lateral inhibition
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1BEETH S, Vv Hhbin vivo B & Win vitro assay 12
DWTHHL, BERESATVWAHESIIOVWTHLER
[ PEAR
Keywords: endocrine disrupting chemicals, receptor mediated
toxicity, hormone receptors
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Keywords: endocrine disrupting chemicals, receptor mediated
toxicity, hormone receptors
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Keywords: alternative test, Draize test, eye irritation test, guide-
line
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Keywords: species difference, sex difference, risk assessment
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Ohno, Y.: Harmonization of the timing of non-clinical tests
in relation to the conduct of clinical trials
J. Controlled Release, 62, 57-63 (1999)
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foo —H, AVF—7 0 OEHBRICBIT A EZRL
FTLOMMATIEEL, vV HFRETE e IRA Y5 -7
L THCRIBT 5 E2RLT.

Keywords: ICH, guideline, timing of non-clinical test, extrapola-
tion to human, species difference, interferone, first phase clinical
test
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WEORES L - —JE - LG TREEMELR L8
ZZHMRVEGLE L DIV ¥ a— ¥ B OKE
DEHRIC L Y, WML HEN Ca2 BB LOFEHIH S 2
20202055, BHTHEREIHMT, BEH, Lid
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Keywords: elementary Ca®* release events, neuron, ryanodine

Inoue, K., Koizumi, S., Ueno, S., Kita, Y., Tsuda, Y.: The
function of ATP receptors in the synaptic transmission in
the hippocampus

Progress in Brain Research, 120, 193-206 (1999)

This review presents information that ATP inhibits presynapti-
cally the release of glutamate, an excitatory neurotransmitter
from the hippocampus. Meanwhile, ATP stimulates the release of
glycine, an inhibitory neurotransmitter from interneurons of dor-
sal horn and GABA from some interneurons in hippocampu. The
inhibition of glutamate release and the stimulation of GABA and
glycine release have the same effect as a negative feedback loop,
i.e. turning-down the activity of neurons stimulated by glutamate.
There are many reports on the trophic action of ATP itself in
CNS. Thus, ATP may have a role in the protection of the func-
tion of neurons in hippocampus from over-stimulation by gluta-
mate.

Keywords: ATP, hippocampus, glutamate
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Y CREE, TEER, £, BELEE - BEY
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Uneyama, C., Uneyama, H.*l, Torii, K."!, Akaike, N.*2:
Potassium-current oscillation of rat megakaryocytes: As a
model system for drug evaluation (Review)
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Intl. J. Mol. Med., 4, 163-169 (1999)

Megakaryocytes respond to externally applied agonists show-
ing a periodic K* current that reflects oscillation in cytoplasmic
calcium concentration. We have revealed several signal transduc-
ing factors that are involved in the K* current oscillation of
megakaryocytes. In this megakaryocyte system, it is relatively
easy to determine what point of the signal transduction pathway a
drug affects. In addition, as a progenitor cell, megakaryocytes
resemble platelets which have important roles in many diseases.
Therefore, this experimental system can be used for evaluation of
new drugs.

Keywords: megakaryocyte, patch-clamp, signal transduction.
* Basic Research Laboratories, Central = Research
Laboratories, Ajinomoto Co.Inc.
2 Department of Physiolosy, Faculty of Medicine,
Kyushu University
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Keywords: pesticide, estrogenic action, endocrine disrupter
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tion, genomic instability

AEET : SEERIABIZICE I A BABERE
ERBRTREN

T RRRLE, 42, 423-425 (1999)

etk EICHE U 72 DNAD 2 A UIBT(DSB)E, —#%IC
End-rejoining 72 i3 MMM ICL o THEIND L EZ
5N TW3, End-rejoining 12 & » THESNIZG AT §E
HOWIREESI2H L, —F, HERGERTHERZIE
BRI o 73 BENELZEb Ry, —&IIC, 3
FLEMAZ T2 DSB O K513 Hi 3 O End-rejoining 12 & o T
BEERDLLEZLNTWEDY, RIEZNEER*Z21 5L,
HMIBZBEOKFPERIZL > TRANTHD L HICBbh
5. FAldZ I CHIASR R BEEESEASMRICBNT
bBIZMEECEELZE 2o TS LEFEIC, 2B
B2 BT 5 LOH(loss of heterozygosity)BI 2SR AR D F 4
KAFSELTWB I EERT. 7, BRSO HET
R, BIEHEENLCEELTVWDLLEILND pS3DORIT
THEBLERL, 7/ ATEEB L UREBHREFRED
FLOEFVEIEBT S,

Keywords: p53, genomic instability, double strand break (DSB)
repair

KR, HOFZ, #tE, BHET, MRES, kE
RE§, HFHEFF, EETE", THES", FERRALY,
FUIRFES | R, IBEMRRICEATII UL
AMTHIETTIVZ (BVDV) O RT-PCREIC & 24k
Tissue Culture Research Communication, 18, 131-138 (1999)
FAEOMBB N Y 7 TIIEEABICBATATEEDS
L4 NV AOBHBARORBES BN TE H BAITEKEAT



302 &3

# 118% (2000)

ERITALEIGELNTWS, BFRALIEHEESHN
VIOEBSIIBVWTIL, CONNAYREIIEYTAI LR
By L, BNV TCHIBLTY AV ARHBBEORE 5
HLT&7:, SHRFIIBWTIE, EEEHE 2128
WTERLAY VIFEICHRTEEAONDE T VY THEY
4 VA (BVDV) DEAZHEDRTLIFEORELE ZOHLE
£ OREFEMBIZBVDVARAL TS ERFHL ML
TEE#{RL7. /2, BVDVREADOERD Y ¥ MiF 2K
HF+52 LA LBVDV 7Y —MiG O ft#5kHI0FE
VYIZHERLL

Keywords: cell bank, virus infection, BVDV

TR HlE AR EERFFERT

2 =g {p i M s
BHAKEEEH e ERR %

Sofuni, T., Hayashi, M., Nohmi, T., Matsuoka, A., Yamada,

M. and Kamata, E.: Semi-quantitative evaluation of geno-

toxic activity of chemical substances and evidence for a bio-

logical threshold of genotoxic activity

Mutat. Res., 464, 97-104 (2000)

In Japan, the Chemical Substances Control Law requires
evaluation of the genotoxic potential of chemical substances
semi-quantitatively by application of a ranking system. During
the past 10 years under the law, 1049 new chemical substances
were evaluated by a reverse mutation assay in bacteria (RMA)
and a chromosome aberration test in cultured mammalian cells
(CAT). Of them, 130 (12.4%) were positive in the RMA and
402 (38.3%) were positive in the CAT. Eighty (7.6%) were
positive in both tests. Fifty (4.8%) were positive only in the
RMA, 322 (30.7%) were positive only in the CAT, and 452
(43.1%) were positive in either the RMA or the CAT. Thus, the
tests complement each other in detecting genotoxic substances
in vitro.

Keywords: genotoxic activity, semi-quantitative evaluation, bio-
logical threshold

Muller, L.*!, Kikuchi, Y.*2, Probst, G."3, Schechtman, L.*,

Shimada, H.", Sofuni, T. and Tweats, D."6: ICH-Harmonised

guidances on genotoxicity testing of pharmaceuticals: evo-

lution, reasoning and impact

Mutat. Res., 436, 195-225 (1999)

ICH has convened an expert working group which consisted of
the authors of this paper and their respective committees, con-
sulting groups and task forces. Two ICH guidances regarding
genotoxicity testing have been issued: S2A, “Guidance on
- Specific Aspects of Regulatory Genotoxicity Tests” and S2B,
“Genotoxicity: A Standard Battery for Genotoxicity Testing of
Pharmaceuticals.” The authors are fully aware of the fact that
some of the recommendations given in the guidances are tran-
sient in nature and that the dynamic qualities and ongoing evolu-
tion of genotoxicology makes necessary a continuous mainte-
nance process.

Keywords: genotoxicity, test guidance, harmonization
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Moore, M.*!, Honma, M., Clements, 1.*2, Awogi, T.*},

Bolcsfold, G.™, Cole, 1.", Gollapudi, B."S, Harrington-Brock,

K.*!, Mitchell, A.*7, Muater, W."8, Myher, B.*2, O’'Donovan,

M.*¥, Oudelhkim, M-C.*%, San, R."19, Shimada, H.*!! and

Stankowski Jr., L.*2: Mouse lymphoma thymidine kinase

locus gene mutation assay: International workshop on

genotoxicity test procedures workgroup report

Environ. Mol. Mutagen. 35, 185-190 (2000)

The mouse lymphoma assay (MLA) workgroup addressed and
reached consensus on a number of issues. Discussion focused on
five areas: (1) acceptable assay versions, (2) cytotoxicity mea-
sure, (3) 24-hr treatment, (4) microwell colony counting and siz-
ing and (5) data acceptability/statistical analysis.

Keywords: MLA, Cytotoxicity, Long-term treatment
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Thybaud, V."!!, Tindall, K.R."’2 and Yajima, N."'*: In vive

transgenic mutation assays.

Environ. Mol. Mutagen., 35(3), 253-9 (2000)

The research overview of the International Workshop on
Genotoxicity Test Procedures (IWGPT) held as a satellite meet-
ing of the 30" Annual Environmental Mutagen Society Meeting.
Keywords: transgenic mutation assay, lacl, lacZ
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%5 8[E B & U5 9 Bl OECD &) &£ 7 B U424 B 90 5T 1
RERIZBVT, BEDP ORI LA4B L ULFEME O
HREXERDI b, fHROBEREZOFMERIIEEORD
N 7: 78 H (benzyl chloride, pentaeryhtritol, 2,6-dichloro-
toluene, isocyanuric acid, 2,2'-azobis(2-methylpropionitrile),
dimethy! 2,6-naphthalenedicarboxylate, 4-hudroxybenzoic acid)
DFHEXEICOVWT, BEEZEY AV FHERGOES % X
EDTHALE. E51Z, benzyl chloride it BA D 5 iR
SNTYHEE LTRMOT “GSROGEFLE" L Ok
E%o2bDTHY, isocyanuric acid IZBAHE R HEERE
KWEISEREVFIATHAVAE YR ZBFMEINLTE Y,
G2 OFMICEATAARFIZOWTHEA L.
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Keywords: Japanese Pharmacopoeia, revision, physico-chemical
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Saito, H. and Handa, T.*: Structure and dynamics of surface
monolayers in lipid emulsions and their role in apolipopro-
tein binding

Curr. Topics Colloid Interface Sci. 3, 19-33 (1999)
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HACCP (Hazard Analysis Critical Control Point)iZ & % 74
BH P % HESH (Hazard analysis);, E 55 % # 85 (Critical
Control Point), % PR3 #E(Critical Limit), 5 #i(Monitoring),
WEEE, ME, RHEO7EAETIC 12FEICOWTHH
L7z, %7z, HACCPIZx T2 I TCOXRMVEDRY M
HDFEIE, HACCPOREDH Y FIZoONTDEHEZIT
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MEREMBOFLEGILE, FARELLTELRATEL
P72 WAXIR, BRCAVREYy 7 AZF|EEIT
ZeFHLNTEY, NITWHEIEYED—DEEZD
N TV 5. triphenyltin chloride (TBTCI) D4FEFER T v b
ERAVTIRET L72RA OEBRERICOWVTHHLZ. 7y
t DEIRMEIZ TPTCLI 2% 5- L 7o & &2 LWEIRHEDS
ERshbZLzWHLPIILA. TPTCIX YOS A 7O
LRLVOETE2FIERIL, FEICBIFZRERERGOM
fl, Tabb, FEREDRTZIIERIL, oI
REEEHORBIZES L TWL I EPRBgEN:, T2,
TPTCI DAL #4 @ diphenyltin dichloride (DPTCI) % TPTCI &
R HERAEERAZ2RTIELHL NI L. TPTCIR
U'DPTCI D Z 6 DER O RFAIZOWTIZSHD
WAV LETDHS.
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