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Shinsaku Naito™, Shigeru Furuta®, Takemi Yoshida®,
Mitsukazu Kitada™, Osamu Fueki™, Takashi Unno®,
Yasuo Ohno™, Hiroshi Onodera™, Nobuyuki Kawa-
mura’’, Misao Kurokawa"™, Fumio Sagami”, Kazu-
toshi Shinoda™, Takahiro Nakazawa™, Tsuneyoshi
Yamazaki® Safety evaluation of drug metabolites
in development of pharmaceuticals.

J. Toxicol. Sci., 32, 329-341 (2007)

Safety assessment of drug metabolites in the devel-
opment of pharmaceuticals was discussed in January
2007 at the kick-off meeting of a “Drug Evaluation
Forum”, with reference to the views of clinicians and
other academic representatives. Safety evaluation of
metabolites cannot readily be based on a single theoret-
ical framework, and basically a case-by-case approach
is called for. These evaluations should be performed
precisely and an accurate profile secured taking into
account adverse reactions that are unpredictable from
the parent compound administered in clinical studies
and any signs or symptoms that may be associated with
the metabolites. In addition, elimination of scientifically
meaningless metabolite safety assessment studies is
essential for prompt supply of high-quality drugs to
the medical frontline. Preparation of an outline concept
paper would be useful for achievement of shared
understanding of issues of this type. Collective view-
points obtained in this fashion are also relevant to the
discussion on the need for guidance, and, given a de-
gree of flexibility, may also be helpful for drug develop-
ment and, in turn, society at large.

Keywords: metabolite, safety assessment, drug develop-

ment

*I JTapan Pharmaceutical Manufacturers Association,
Drug Evaluation Committee, Non-clinical Evaluation
Subcommittee, Torii Nihonbashi Bldg., 3-4-1 Nihon-
bashi-Honcho, Chuo-ku, Tokyo, 103-0023, Japan

*2 Showa University, School of Pharmaceutical Sciences,
1-5-8 Hatanodai, Shinagawa-ku, Tokyo, 142-8555, Japan
* Chiba University Hospital, 1-8-1, Inohana, Chuo-ku,
Chiba, 260-8677, Japan

* Pharmaceuticals and Medical Devices Agency, Shin-
Kasumigaseki Building, 3-3-2 Kasumigaseki, Chiyoda-
ku, Tokyo 100-0013, Japan

* Pharmaceutical Research and Manufactures of Amer-
ica, 4F Landic II, Toranomon, Minato-ku, Tokyo 105-0001,

Japan

* National Institute of Health Sciences, 1-18-1, Kami-
yoga Setagaya-ku, Tokyo, 158-8501, Japan

*" European Federation of Pharmaceutical Industries
and Associations, GSK Bldg., 4-6-15, Sendagaya, Shibuya-
ku, Tokyo 151-8566, Japan

* Kyoritsu University of Pharmacy, Kyoritsu University
of Pharmacy, 1-5-30, Shibakoen, Minato-ku, Tokyo
105-8512, Japan

KEFZHE - BEARICH T 5HPERABEMROE

EMEzOMER

FEFHERE, 128(5), 735-740 (2008)

Japanese animal protection law was amended in
2005 to include 3Rs principle to animal experiments.
According to this new law, the Ministry of Education,
Culture, Sports, Science, the Technology, Ministry of
Health, Labor, and Welfare, and the Ministry of Agri-
culture, Forestry and Fisheries notified several guide-
lines in 2006. These guidelines indicated responsibility
of the president of each research institute conducting
animal experiment, needs of animal experiment
committee (AEC) and education to scientists, and etc.
After about half year of this notification, I conducted
survey on how these guidelines were put into practice
in the pharmaceutical colleges and universities. I
received 29 answers from 24 institutes. It seemed that
every institute followed the guidelines. However, there
were many institutes where their circumstances ware
not enough. For example, existence of alternative meth-
ods and degree of distress and pain were not asked in
some application form to AEC. Education for proper
conduct of animal experiments (3Rs, methods to evalu-
ate and decrease distress and pain, and methods of
euthanasia) was not conducted in many institutes. It
seemed necessary to improve further.

Keywords: animal experiment, alternative, Japanese

animal protection law, guideline, ethical committee
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H 32 3E, 131, 102-108 (2008)
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Keywords: Japanese Pharmacopoeia, Excipient, Water

sorption isotherm.
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PHARMTECH JAPAN, 23(5), 773-785 (2007)
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Keywords: Raman spectroscopy, Raman mapping mi-
croscope, TDDS, Granule, Chemical mapping
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pulsed imaging, TDDS, Tulobuterol

" TeraView Limited
*2 Bruker Optics K.K.
* TDDS Laboratory, Hisamitsu Pharmaceutical Co. Inc.
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tion, Data pre-processing, Confidence interval, Non-
chemometric, Quantitative model, Variation factor
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Niimi, S, Harashima, M.", Hyuga, M. and Yamaguchi,
T: Study of hepatocytes using RNA interference
Journal of Organ Dysfunction, 3, 164-182 (2007)

RNA interference (RNAI) is the process of sequence-
specific gene silencing, initiated by small double-stranded
RNA homologous in sequence to the target gene. Vari-
ous factors involved in the regulation of hepatocyte
function have been identified using RNAI, indicating
that RNAI is a useful strategy for characterization.
There has been some success in treating experimental
liver dysfunction using RNAI in several model systems,
suggesting a promising new therapeutic strategy. A
number of groups have also demonstrated that RNAI
can interfere with hepatitis C virus (HCV) and hepatitis
B virus (HBV) gene expression and replication in sev-
eral model systems, suggesting a new approach for the
treatment of these viral diseases. This review summa-
rizes studies of hepatocytes using RNAIL
Keywords : hepatitis B virus, hepatitis C virus, hepato-

cyte

* Nihon University College of Bioresource Sciences

Ttoh, S., Takakura, D., Kawasaki, N., Yamaguchi, T.
Glycosylation analysis using LC/MS and LC/MS".
Site-specific glycosylation analysis of a glycoprotein
The Protein Protocols Hand-book. Third Edition.
Humana Press, USA. Edited by John Walker (2007)
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Keywords : gene therapy, germline integration, safety
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Bio Clinica, 27, 67-74 (2007)
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Drug Delivery System, 22, 651-659 (2007)
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Pharm. Tech. Japan, 23, 1603-1611 (2007)
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Pharm. Tech. Japan, 24, 101-105 (2008)
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Pharm. Tech. Japan, 24, 651-656 (2008)
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Goda, Y.: Actual Use Research (AUR), a new meth-
od for evaluating the effectiveness of OTC Kampo
formulations

Shoyakugaku Zasshi, 62, 1-7 (2008)

Actual User Research (AUR) is a new pharmacist-
centered research system to evaluate the usefulness of
OTC Kampo formulations. The system uses a
commercially available OTC drug. First, after an ex-
planatory meeting of the AUR system, a pharmacist (or
a pharmacy) is contracted by the AUR implementation
committee. The pharmacist invites the customers who
come to the pharmacy to participate in AUR. After
giving consent and answering several questions from
the pharmacist, the AUR participant purchases the
test OTC Kampo formulation and begins to keep a
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daily use record of dosage and time of intake, the
condition of the disease and use of other drugs. After a
predetermined number of days, or when the symptoms
of the disease disappear, the participant returns to the
pharmacy, submits the daily record to the pharmacist,
and answers a questionnaire evaluating the usefulness
of the OTC drug as well as some questions from the
pharmacist. The participant then receives a gratuity.
Independent from the participant evaluation, the phar-
macist evaluates the usefulness of the OTC drug on
the basis of the information obtained by the interview
with the participant at the second meeting. Then, the
pharmacist submits the daily record and the question-
naire from the participant and also his/her evaluation
to the AUR implementation committee. This report
introduces the background and system of AUR and
addresses the comparison of the data of trials of AUR
using three OTC Kampo formulations, Kamishoyosan,
Kakkonto and Choreito.

Keywords: OTC Kampo formulations, Actual Use
Research, usefulness evaluation

GHEL  BAERANRE (T2 13] OEFEEHD

FHIZOWVT

A SRAEMERE, 61, 93-94 (2007)

HAFERHIGR [T 22] oREMYWOFY %, 5
15801 H RS G )7 48 2 38/ B\, Evodia rutaecarpa
Bentham, FEvodia officinalis Dode, Evodia bodinieri Dode
(Rutaceae) 75, Euodia ruticarpa Hookf. et Thomson,
Euodia officinalis Dode, X & Euodia bodinieri Dode
(Rutaceae) [CEHET L L LB, TREhOMY D
% Dsynonym & L CTHEINE & THRE F TR S T
Wb DR T S Z LI LRI OWTHHZ 1T -
7z.

Keywords: Euodia ruticarpa, Euodia officinalis, Euodia

bodinieri

NMEREER  RIEOEFEITHOEN—EEBEFFICH
7 3 E1ISREBXERHEEHDRIER %/ IC—
B i, 35(9), 583-590 (2007)

HARSE R A RS R H A2 BT 5 81580FE H AR )7
BB 7o BT I 2 USRS 5 L IS,
WAERE & 70 5 T & T B R 05 B b (2B
5 HEEF AL ONN220024F X D fg & se [HESE - 3
B3 % BB FAT O 72 6 OV KT X 5 i &
(FHH : Western Pacific Regional Forum for the Har-
monization of Herbal Medicines) (283 % H AR D 43

2RI % EBS AN O Y $LA D W TR L 7.
Keywords: The Japanese Pharmacopoeia, crude drugs,
FHH

AWSERET, AHESE T, BHRET, KRR, FHR
Wi : Bt - BEREERBMESTS
HARZAE R MR, 45(2), 126-131 (2008)
ERITBLORENELZTH Y, £ OEBOEHRIA
TThbHb, CHIAWHDOZ ETHDHA, FEMmOFFOH
GO T2, AERIZIE - 7 B AR EE O R ETHR T 12
ML TERVHEHRAOMFIZEI N TR, REREYD
ERVEEE S TSRS R SN B ITRTY, Z O HE
DRI BIWFFERFZ W WD G- 2 5N H I - 72
WA D5 TR OSSR L HaE, ZoHaBolEk
P& TSR REE IO W T T 5.
Keywords: aging, homeostasis, blood coagulation, molec-

ular mechanism

T FEREBAAS ST

WHIEE T, IS, =HEs  BO& 27

LEHRNITES DL S FE15H

Pharm Tech Japan, 23, 2187-2194 (2007)

I8 ] PR -8 0 VB R e 2 o AR S oD A 7
ATHA [cogl, [-coginl, [thrombomodulinl, [anti-
thrombinJ, [-parinl, [-rudin] Z2WT, 4T 2
INN & O TANIUE H 2 BHZHC) B A8 S B3 L 7z,
Keywords: stem, INN, JAN
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WHERT  EEFEEEREORREAE - K2

FERICH T 3 EENER

Pharmstage, 7(9), 1-5 (2007)

BIZTHEBEELE LTOTA VAR ¥ —DRIEDGEE
ZHULZ, ICHER RS MR SEO < WOk D
HEDTA KT A4 V5 EDT, BETIHERERHEOBIR
EE - RAEVERER O IS B 2 A L7z,

Keywords: gene therapy, virus vector, ICH

W EE, A QERD W, i B Efs
BEERUHRGEEED Y 1)L AR R

Bk & v AV, 35(4), 278-290 (2007)

ST HARSE M A AR EE 7 & O e R 3 S O B
EENN % G, TS IREIES O T A v R TR
DO HE SR Z DIRPED 720 DFAMBII D W THEE L
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JEREIENS  REERI7VIERRFICL2ERFTLRER

ENDRE

1L W'E & Bi3E, 83, 78 (2007)

FKEM T VS E OIS, Yo X9 RENRAE
BB L OV ENBEL T 52, BERS E 72133
ML RV TED X ) BREEFEIGH L SN TVWE IO
WT, SHEROFED ZOTHHLL /2.

Keywords: household aerosol product, health damage,
safety measure

HEREIEN  REEFS - KECHEMEBR —FEROH

E - RE EXFR—

Monthly Book Derma, 139, 25-31 (2008)

e THMZ RS~ =27 V] I2BWT, KEH
o REHWOALEWEIC X 5, S 7% & OEEER
EORERIEEX S ) 2T, HEEEo [JERYE L
REMEL] PEETH L. bbb, BHEOMZE, &
BTONyFTAMRE_RT HEE BT, RmFRoF
v 7, A=A—~OwihbeEZM U T, KRR
R S N7ALFWEERE AT T2 8, SHICHERE
- JRRAGEE O BN & e 3 5 720 1AL AT
BAT) EDVWMETH L. TAFEEEHH TR
5, BEBLL 7.

Keywords: allergic contact dermatitis, causative product
— chemical relationship, alternative chemical and prod-
uct

JEEEIEN - AR OFERERER EREM © -/ MHHCE

THENNDER

B B, 36(3), 139, 167-171 (2008)

(3] &LL<, F/MHoHERE LB, T/
MR ORI EOBIR E 5B OBEIIOWT, H
A RENS BT B8N Z s, EES - &5 - LR
EHB LoD, PRI LTEGZBNIZT 2050, BSL
7z.

Keywords: safety assessment, antimicrobial agent, nano-

material

ARFIRSE T, BEREIERR © Casel3 $HHh—

Visual Dermatology, 7(3), 300-301 (2008)

BERT7 LV =D 12Thb, 7 LTk
8§ %0 BN 2 HINEG 2 LT, To8h]zi) B,
TIAFy 2 E - HHPRT L =2 X BFBICB VT,
e voFmHl L LTl & t7zSolvent Orange 607%°
JRFERALSEE L 2o T2 & 2 REE L 7.

Keywords: allergic contact dermatitis, plastic spectacle
frame, solvent orange 60
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B K WHEG, B KEKEEOEE

fnic K B7EF E £ DOFIE

NAE X9, 32(1), 2627 (2007)

PEKEE 208 U COREARBIZTRE L, T2 5506
PED & 5 EHE S AKE K KA T B OWT LR Z &
&, KEKBEORIENICL 1HRE ZOHIEICET 5
FAHFZE D BN D THEZE 2 i 36 L /2.

Keywords: pharmaceuticals and personal care products,
raw water for drinking water, water purification treat-

ment
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DEFRI—

77V~ T, 43, 1119-1120 (2007)

IR EMNEH SN F /2T T VDS b, B
bF% 07y MENGAIRLEDFEME, KOZh 61K
T ARG T A ZADORBEIZOWTEIN 24
DS % SR L7

Keywords: titanium dioxide, nano-materials

WEIE, PrEsteilt, AR R, ke sk
HazEC=RTIEBE NEBETIVOBELE ZDOR
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SEAEHERE, 128, 45-50 (2008)

B2 BAEME Din vitroskBRE T 0720, T F Tl
WENTWD =Rk MEFETFVICEEEhTn
o 72BHIRAIIE 2 & Ol e = konEi e MREET
v (KDF-skin) 5 K OBz i EAE Pk 3ABR~ o It
IZ2WT, WICKDFskino Rk LCas—r vy
MY SOV A BN L L2 e R B TV O
FEICOWTHESL L 7.

Keywords: three-dimensional human skin model, skin

sensitization, dendritic cell
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B2 R AR Din vitrofABRIEHIE D 720, FHH A
36 L7-BrIRMINE, A b, SRR, & 72 2 Hrfl 2
3YOLHAE M E TV ORISR 2 A L, Ml
EWMOTHMTHE L2 =7 ¥ M) FIVvilE ks
IR E U728 72 B € 7V ORE S B OS i8 I&EE
REEAOIS IOV TS L 72
Keywords: collagen vitrigel membrane, three-dimen-

sional human skin model, skin sensitization

Kunito, T.”, Kubota, R., Fujihara, J.”, Agusa, T.”,
Tanabe, S.”: Arsenic in marine mammals, seabirds
and sea turtles
In: Whitacre, M (Ed), Review of Environmental con-
tamination and Toxicology 195, Springer, 31-69 (2008)
IR LB B I A ABTRD bz e FLEW
Do & BRI A ISR 2 AR B R O b FEAT
ZE% O TRAE D BRI OV TR L 72,

*! Faculty of Science, Shinshu University

*2 Department of Legal Medicine, Shimane University
* Center for Marine Environmental Studies, Ehime
University

KGR : BEERMYOEE &1LFEEDREH

FFIY % — 7V, No. 212, 977-983 (2007)

R T AR RN IR ERIESEA SN, &
W RIRZ WD TIREHIEEZ % 5 7228, CTITAHIAE
SN T 72 KRN % 20 HR 2 BE OB HLA 2
LI LIFTET, BBBEE LT, U2 ofHIh T
E TRIRISIMINZ IR ) BEART A & L CHkBEAEH % 580
52 Loz, O, BHARRINY OLAETEIIOWT
1, EPHERT AR A Tk o 7 BEFRINY
DI - B - REE [REAER I 2 &G H Y A b
ELTEME NS, WS N ARE L LA 25 L
W L) DO S LEIC R 572 AT, HEHLO
WIFEA & SR DOMESICOWTIRE L7z, T/, W
POIE & i TH 72 2 B 2 A 5 S 7 BRI o b i
BT 2 FHE S OBIFEECRICOWTH AN L7z
Keywords: existing food additive, essential quality,
chemical structure

KR BEEQORD T+ TV MIEOERSB &

T ZDHOMIC & B DB E

frfiE, 48(6), J-402-J-410 (2007)

SERITAEITLH29H IS BRSO R Y 7 4 7 ) A Ml ]
b B BRI R B e I R S, BAES H
902 ST SNz, TONKEE, SHIEOREEZ D

72, ZOHROWHOEE, B X TbAE ORI Ok
R plZOoWTiHlR72. K TERPERRRESOR
T A7) A MHEEA L GIEORSE] [EfES, 46,
J-327-J-334 (2005)] ofifmE LT, Z MG %k~ 7z
bOTHS. T, SHRMBELBELZTHS )RR I N—
N2 P RENOHIBIZONVTH S,

Keywords: Positive List System for Agricultural Chem-
icals in Food, Multiresidue method, Specifications and
standards

PR, KRARME: [RPEFHLE F£2kKk] ©

T &2 OBE

i AEEZE, 57(12), 31-34 (2007)

VISR ICUET SNz [ERFHTHLES 2] oW
FZOWT, WAL s8R, LFWEICK 5 &
F, HAFICX2EPHITHIT THIL .

Keywords: food poisoning, microorganism, chemical

compound

WA T BRREPEREBRESMNICHT 5 BERAREH

HOBAICOWVWT

HA 320k, 32(3), 328-333 (2007)

BRI T 2 REFEICHT 2RI T4 7Y R Ml
DEFAZE S v, FEEEAEARE S 7z RIEDSRIRIZ B
Ml7zZ2&nn, X0 Tz i 05 35
PriEdssko b Twna., BERFGRANL (SFE) 36
R DU BRI & i UCRIRG 2L 255 T 513
A, HEMLDBS TH Lo LORER DL LD, &
i DR B GHT AN OSFEE O # 2 W TRET L
72. SFEZEORFICH 72> Tk, BRIEOMMITHEEL S
ADLHNTIZOWTHEE L2 7 Vil & U L) 2
T, ROCTEB L ORE - BRI 5 SFEE & bl %
L7z, B L7-SFEER, SRR R o F LR ] 257 B A
Wi & 0 KIE A S D E D i b S 7z 720,
PER DRI & iR U CoRagid e RIS B W T
BN ThrLEZ LN BREREMELTO
SFE: % 8Hi 9~ 2 (1S U EEER D A TlE 40 Tld %
<, FEBIZRIEDIRR L7232 v THER O B
BT 2LENDH Y, SHREIZZO L) RiEHREE
g ne b, BHTRZEEEEROIRZIND,
SFEZLOR RO A% 6§ ZDRARLME L 2 EI12onT
DL IILTVEZZW,

Keywords: supercritical fluid extraction, pesticide
residue, foods
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AR, 57(12), 55-72 (2007)
FRFH11290025 CER174E11H29) T@EM S 7z
GC/MSIZ & % RIS —FBE (FKEW) 22w
T, HHZOYIED & THHLL 72,
Keywords: pesticides, GC/MS, animal and fishery

products
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B EMOMMOLEY, BEEROMBORER L%
APk, WRANE OB O R oBANE, HARORA
FOBRERA L7z, F512, ZEEOmRIZ19854ED W\
bW LR YE — 7 — FREAEOHHT, FAO/WHOD
10kGYy DL T34 L O RRPEE SN TV LIURYEDH %
T EEMA L BmEncE ) 2EMEE 2) %
L0, 3)KRBESORKE LELOREA, 4)
FEBE RN o R, 5) @RS - B AR oR
W, 6) HEMEOEMROWMIFE D 2L, RREHK
TRV Z LR 2L OHMNH Y, B AR
OEHIZIIATRTH 5.

EBEICH W ST 2 AL OME L2 ©
N, TLEDSDSEDMWHETHLEEZEZLN TV,
TENZ B B BAEOBFEMIZEIL T L&k % gt h
N, 20074R IS BB E ol 2 E B L 72
Keywords: B4y &5, MG &M oMARE, B Emo
Ak
RIS SR T T & (RhIL =48, SRR -
FOXRBEE - IYAEEREHRIE21 (75

i AEZE, 57(8), 80-85 (2007)

AR LEOYOEI M, B iCBg R EORE S
7o B OB H RS S BE O, Y I A~ A
3 VBB O WL L 7.

Keywords: tulathromycin

w3

UEU BE

O

PR BEIRAR IR TG & (R IL =48, SOFRER) ¢
BRPOKEEE - BMMRAEERERERE22 (77)
A AR, 57(9), 52-57 (2007)
BEREELEOSOEIIE Y, izl iEoRE s h
7o BT OB RS SRR ON, 7 ) A F N
AF Ly PROPAFL V7N =B IC OV TR L
7z.
Keywords: crystal violet, methylene blue

BHY 2T REBEAMRON)T— 3>
A SR, 48(5), J329-J333 (2007)
BT, BRI N 7 Y 2 i

MO GHTEDIR LN DO WTRHEFL L 7.
Keywords: method validation, single laboratory vali-
dation
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H—WBR=E T, BABRESTEE N T 355k
T O DR IEHEIZONTDOH A FF A4 V05, il
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FUWFHM A Vo4 ] L LTCBME N ZohS
K54 v OREIZOWTHEGLL 72,
Keywords: method validation, single laboratory vali-
dation

Rl (%) o &aBELEYE O Rl 0 720 D%
SATBAR BT A% — (1) HPLC/HR-ICP-MS
EICEBAIDERRDFEREBOREN, (2) PLNA
L& 3KBMHE (BRAGR) OHMEMTE—
FFIY ¥ —F b, 212, 1024-1036 (2008)

[ 5 B AL 229 0 G- O 72 & D B W Bean 12
L] 12oWT, TN T2Oo0HMEM % Hw7z
W2 EMLTE72. 120F, AR 2k
LCLEEWNERINTVETLI=T A (AD) 129
W, EARHRTOLEE E M T 5 72018,
HPLC & it 6 3% O 88 5 KL T 25 W] B 7 — FE DR Y 85
SR EICP-MS (HR-ICP-MS) # 4% & ¢ 72HPLC/HR-
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AT BREEEICET2EE
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Keywords: equipment, packages, specifications
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IRF LR E (ESBO) &, KEiliHoF A
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BT A MR R ORKNEICET 2 E#RIZOWT
i, VAT THIFEHER RS I EE L D L e 5 S
FRICHE D TV bIF TH 575, ENIZBITAE.
sakazakii\Z X % M ESEIRE K OEGIL 4 < RIS e h o
7z,

20044 2 A £ 200645 A, AL ADT 22 —=TD
WHOAFIZ BT “FLVEH R FL @ Enterobacter
sakazakii\Z 3 5 FAO/WHOA M H MR X" 2B
ENZINOLDEHEIIBWT, E. sakazakiiDWE, %
2, FLMHTTER AL S O ) X 7 1T AR 2
FRENEN, AW OIS 205 543 7L 0 &G
OBHROBENE 22 EfEmsIN . 22 TRETIE, R
HICHT 2N TOREHE T D

Keyword : Enterobacter sakazakii, powdered infant
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gy 27 REFERRY WAKE A+HERE:
HPEOQNT Z—DEBEFEX ML AT TOER
BRIEFH E B R, 60, 906-910 (2007)
AHRHREBEO S v ¥ a7 — 3R L Tk
T2L00, KREGFMT TRAERTE WIS
Thb. FEHEIEIMEREDI 3 ~15%DEMHFIZTITTbN
L. hr¥uanyy — 37z hE EANKEEIE T Y S
572012, BARRBEICTEREA ML AIZEKRLRT
NMELRShRv, ZOLEOROEENITIA ML RIZBES
BRI L7 OB R EE 2T 5. BEX b
VATICBITA Iy EQNT ¥ —DEFKRIZOWT, Th
WZRAET A b L RARTOAJBBIROZE 25 L.
BWGEICER L TV A AR, IhE CHEER=CTHR
SNTELHEHRDE, BEAFVATTLYECE
3 AN D 5.
Keyword : Campylobacter jejuni, microaerophilic, oxy-
gen stress
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BB B HE RN BT AL, ERRICY
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VA Y FHEAHEATE D, FHANRRIZEE D W72 Bk 2k
HAED AfTbNTnA, ENIZBW TS NEFEmEsE
ZRHEFTBWT, BEMICBIT AN OfEEIFHFIIC
SHT SN, WERBAEIIRT 5 ) A 7 FHliAMf T b Tw
b, FHARZARIZ RS, BEY OB R 2175 T
WL HMEREFE > TEz. Y AZFHOMEZ ZTT
HRMCBTAMER DI A7 A=V X Y NEATH 720
12, BHERARINC D W B T 2 TR
HoHwv. —J, ENORBRTIEIEEFERIRE L
B, BT L ARBRESHEE N, L w
HMioREbOITF LW, ZoMe2REZzIFC, B
T, BB AMEWRET bbb, EhEkERME
RGYARER OB MIC BT 2 AT 5 B0 F
S TW5h, FBETlIE, IhFEFTOERNOEMICBIT S
HEWABREOBURZ AT L, SHOBAWRERICOWT
L.
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management
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BEY O EAFRISE AR & LT, BEmtEhor 3
B~ O BHAE D B VI HENICE b > T 5
ERDONDBIND L. FEARIREEZ EI)EZ LD, M
B O JEME & TR & O BIER, B D% AR & 5
e, HIVE ST OBEEPIC BT B AR &R RIS BLRE
WL oMM, TTENMIEONL F 7405809 500
T2y I, BAMICED L) ICEDb LRl
HZ LT, TNFTOHEHLR LEOBEBENLEEIN T
LIERGoRIRFED WERAT L) ERZPLET
H5.

Keyword: survive, pathogen, infection
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BV THHIIOLHEN B VT LD EE L Ahapk
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HOWMFE Rz L.
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HAEGE - MEDREOERNFMEEEEZDE X

A7 — K4 37V, 23, 2428 (2007)

) A7 Gl ORER ZZ T TEMICBIT 24D ) A
IRA—=T AV MRATH 72DI21E, BHARRILIZ LD
TWAEYHRELZH TR 62T LIE4RTH
b, BB AMAEYRATICHETA0EEE - T
BY, NI TOENOEMIZBT 2BEDHAD: OB
REMHT L, SROBEMMAELEZEZ, bl EORHA
WHAEEZ EDL I IZEZTOLREPITIOVTELD
7z,
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AL SN, HLEIRORBE O IELw. 2
ORI NS, BUE, MBI EEDRET b
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7z.
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HAHFEHEE - URT U7 OFLEKEE ZOHIHE

HTIHACCP, 14, 20-26 (2008)

) 25 1) 7 (Listeria monocytogenes) (%, 198044t
DB ClEBYORISEDRRERE & ZE 2 b Twi, K
B (U, ERE) OWMESCHEOFKE L LTk
NTW72s, ANORNHIE 5L HURE O SR H, i vE D )5 R
ERBLZENHHLTE LIRS, AhER & LTHE
HENA L) IZh->TE/ 72720, VAT TIEW,
f ' HTIEE W LNV O R EZ HHLL 2 U AUXTSAE L 2%
V. ZD7®, BOYREOY AT TIHRS -/

%%, BROMCHET 222 TY AT TRERFI &S
ENBLEZOLNTVS. JATY TIZOWTHHNOK
mNDOTGRERE & T OHIEICE§ 2 1EHHE £ L7,

Keyword : Listeria monocytogenes, control, contamina-

tion

HAEHE  MEVRBREAOEEREICESIHIEL T
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i & B3E, 43, 46 (2008)

A7 GHli ORGSR % 2T TEMISBIT 24w D) A
IRA=TV AV MR 201, BHARRILCIED W
TR E TR TR b v, —F, WAEMO
WA ClEB A AR, IEFMNTEIC X 2B 3t
IS, FHILOHMORED D II L. Zokk%Z
L2, IhE TOENOEMIZBIT 5 MED RGO
BURZ AT L, SHROBEWRBO IOV TE &
D7z
Keyword: standard method, detection method, risk

management
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CICEMBOFRERERAE

AT A MR, 48, p]278-]283 (2007)

PITAE8 H23H, JEAGHEIRE L ) ke THA
W2 [NER AR B2 EMEE L, AR T
PR S VAR C D W TIEE. colifaME o i
WA BH L2 &R 5 &SR B 1S DT
DOFEWM TNz, KL, ZOFEMICH-D, JHA
W& UCIRIN L7288 [FPIRL7T4EEE ol moBIg
K 5A —RERE ROV R Ta T 7 AV
—| O— [ENOWH S > A7 & DN JEMEL 75 G
FEREHAE] 2oV, BHTOBIE - Bz, £
7250 TH5D.

Keywords: wheat flour, E. coli, coliform bacteria
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CaN% 1L, KT T, B TEETOR
FERHRIBWHETE WD, ZFOREHE IV
Bl B EDHRENL. T2, [BEEHLRETED
HROBRED A EINL 720, BRI 5 255
MR L IZR2 Y, AMOREAIR) E 12 WEEY
BHTbdhb. TbbH, HEHEORELZWHIITRARIZ
W2 5070, BEREZEMROKERTH Y, mhiNa
HETH L. HEEHEICHT TOEBWZEE L LT
1, AEEETIEERE AN 5 2 L THERRE B X
DUk Co AN EHOHREZRIHT 2 X)L,
ANETIIBRILEZRITFTLZETHEHORBE YAV %
KRS L EIBNTHHMIHD. £ THRHRICEME
AL TR E 2R TREN L ERICERE S T,
R OFEB L) R 7 EHli AL, WMAEBARE L
THBE Z TR NUER S R wiili#s X OBl
WTHELL-.

Keywords: food, mycotoxin, risk assessment
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HeH (A bFT V) L, HEOEET B RNR
WY T, AREWICREEEL ISR THEEET
LALEMTH B, 4 F T SNz EREZ1000FE L
FICoiZ5705, ANREWIRREHEEL T &S 2 LA
HIZZzo>TWwWh A EEE, RohTnwsd, Ll 5l1&
XN BEENEIE, BAEAMZRILD, EAE W
G Ela L, EGHEEZENTLONSVD, Z
DX RITBEOURETMHERT A L THELRBELE 2> T
5.

EAEICBWTIE, HEREEICHARLSOBID S
BBRENBIENL . HEHBEORZRLRRICHZ S
eI, A RELCERT S LR AR
FBTHL. EEMEEEIE FTEORERT (HE
) OHBEEMDZEPKRFETH L. AFTIE, WIS
BRI 2 EELH CHEOBEELRAL, SOHRFEED
L OSHBIBELE 5 5 A EEIZOVWTELE L.
Keywords: 7 Y3, Y AZ 774 ), R
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2007411 H \Z B CUTNRA 15 04 My B P 38 4% 45 42[0]
HXARTERRRINZ X277, <V bFY
Y, A A MFY YOS TRES#I IO, B
El2 5 DRFZER £ R SN, TORENEORI B X
ORI L 7.

Keywords: deoxynivalenol, fumonisin, surveillance

M —", KRVEEGA, IR, BIFBELT, Mo
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IV N MY U, 10, 1523 (2007)
K> K b V0% RS Helicobacter pylori LPS
D G PUG A ARG DV T L 72,
Keywords: Toll-like receptor, Helicobacter pylori, lipo-
polysaccharide
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ZE A DproteasometXFIE D
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IRAK-1O#BFIFIUC X ) TRAF6E H 251843 % ik
WZOWTERHL L 72,
Keywords: Toll-like receptor, TRAF6, IRAK-1

KVEERA ZHIEE, MoE— : MD-2FEHIRMIC
BT 2% L VLPSEEEEE
IR METU%E 10, 120-125 (2007)
MD-2% 33 L T 2 Wil i2 51 2 LPSOH L il
HBEREICOWTIRBL L 7.
Keywords: Toll-like receptor, NF-«B, lipopolysaccharide
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Activity Assay (LBA)]
IV F bR VRS 10, 126-132 (2007)
TLR4WFIFEHAMEZFH L2 L= > B M
3V HEYRE R E RSO WTRBLL 72
Keywords: Toll-like receptor, NF-«B, endotoxin
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Keywords: endothelial cells, apoptosis, endotoxin




()

o Ht 81267 (2008)

306 YA
TREOR
BAEZ, HEEMNT  BROBEDREZERT

EREBOEFRAEE 6 YILEXRT

Bii Bk, 35, 527-535 (2007)
ERMOYIVE L TR IO W THIEDIRN, 414
OE, F B BEFRAREOXISIT OV TR L 7.
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DEFHERE—

B 1 B s, 35, 755-760 (2007)

R CORPHBFFICTOV TR 2T 7. M
HEEZUEW L, SBoOBTEHEORALZINZ 2 %K
L7 EEBERICBLTRERFERIEIERE LY
LT TIE%R WS, BEBIIERERRLYVELR T R E
THEORDFMHBLEONG. T2, Y2 VY2 RED
I BOMRICIL L TELLALND Z L 0h o
7o, EEEE R O RO RS A BE T 2 LED
H5b.

Keywords: Person of advanced years/ Food poisoning/
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HERMOMAEMREOERED E L TIRET REMF 21T
o> T&7z HORCIIE S NI E T I R E oA
BENT AP ENR Y, HFERRENEGEITN TV,
BHEFHMOMESEL LMY ZEINTWDREOZ LD,
HRELZHEOLNTWS., 20 OREITHLTE 254
WEEMTOD L, F72, %L D)W TE LIRADL
Z LELO 3WMICEH L TMEEZ1T-> CT& 72, T ORGETHE
FlZow T L7
Keywords: Detection method/ Pathogenic bacteria/
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T 45 AP R 1 0157 3 & 1F026 0 £ Fhi e AE %0 £ v
AR BV TR E FR R ICEN R TR A ST
HIEPRELENTWS, £2C, FRISHEIL, Zh
HIHIBTE B MA B ZMET L7z, EFE, Bnroo
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EERRE L7z, FRUSHEILA 2 HIC [ M E A 3
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H A £ A W 27 24k 5, 24, 80-85 (2007)
FEARIZOI571 Nz, A MIERI0263 & ONILIFAIO111
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TR S BEDSL S RAE ORI AL LI D
T ENZZIEIREN TV AD, 026901117 &l2D
WIZEY) 2 HEDE S TB ST, AhE, A
AL LICBWCGHEY) R TBHEEZ L 5 2 LA L W,
D7, EMBRAR AR HRHAIC B W TRE & R
WENTRAE BT A EPRELE ENRTWS.
22T, Bl oFE M2 5104 B IS 72 5 P18,
O157 IR THREHD L V02612 b RHIE T E B M)
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7 OB L TQ8(R1) % HLLMIfFFL L7z, AKAHT
QT A KT 4 v [#AIME] ofiE (QQR) %
quality by design (QbD) ®dNA L NV 73 J5H), B4
HREOfH, HFEEICHESEZR) A KT 4 V2R
HZ Lol QbD E IR OREEE WY X
AT A Y NOEANC D V8K & TR0 PFE % &
MLUZBAEORMYMATH L LI EEGESH, F
TAMHEOMETH 5 72T A VAR—ADT Tu—F
WL CHHRERE L7

Keywords: ICH, quality, pharmaceutical development
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Pharm. Tech. Japan, 23, 1267-1273 (2007)

PUEM ISR 2R AT A0 % 2T [- (ar) abine]
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(2B L CINN K O TANILHG i H OE R - HiEss 2 &
DFIRLoof L7z,

Keywords: INN, JAN, stem
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Phh s F14EH
Pharm. Tech. Japan, 23, 2007-2014 (2007)
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L CINNJ O TANILHE G H OTEHER - s 2 a0 6l
RLDODf L7z,
Keywords: INN, JAN, stem

" AR LR R A B

IR, S HEH RO XFLEMNITE

Fhhrad Hi17E

Pharm. Tech. Japan, 23, 2611-2617 (2007)
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TINN L O TANIE G H OTEH R - i S 2 & o R
Looffifr L7z,

Keywords: INN, JAN, stem
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PUBEIEEAEH %2 453 % B3 L OV - RFERITHE
AT AERHEMZRT AT 4 E LT [vin-l, [-orex],
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BIR Lo L7z,
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70 AEH EOMNZETH 28 T-2 R, KEMO
Haikds X OCRWEH S 2 & oS IS B % T
FTHIDVEL L SN Tw5E. Zo5HomE (77—
AT ITA) BRMICERLTBY, $TII—#o
R~ —H —IIWFTE - BIEEREZ L, FEHLDBRIC
EoTwa., KRETRIUERA ) /74 v ORIVEHZB
CHBET A7V vy BB EUGTIAIOZ MO
Wiy PSS TICEET SN TV A, AR TS A
TV AYER], TERENED L ORI OV THE
Bz, ZORNOREDMERE LN L7
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HAERIR, 65 (3F 8 5), 16-21 (2007)
EIHEMOEIWEN (AHEFELR) 3, TOERERPHET S
EAEHICHEDWTHN L Y6, AR R
CHWEIIKINTE L. RIVERFEBUSM A ZE R N7
HFAETLHIEREHMOZETH LA, LFEDT ) LR
DHEBIPE, ZOBFERO—D2E LT, 7/ 4 LA
%= (BIZFEZR) OFTESHO L o TE 2 R
T, ARAZHRICLHEEZRLIIE, AV /2T
Y, THEFEFTY Y, ANT 7 A MFH = IVEDONWL
DhOFE LTz
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b (W) AT ASERFXR : ETER EBEE

KRB & 2 7EMHIE & RIEADOFREM

iR Ab4%, 36, 197-204 (2007)

BN Z BIRFXRICOWT, MHITHER A A 6 AR 2558
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PIRIT, @HM—, B HE BRAASARED
1/ TFHh AL EERRICE (T T: UGTIAIEIE
FLE (28 LUV *6) DEZEIZOVWT
HeFHERE, 128, 575584 (2008)

Recent progress in pharmacogenetic research has
made “personalized medicine” a reality, where a
suitable drug at the appropriate dosage is prescribed
based on individual genetic factors. Irinotecan, an
anticancer drug, is one of the models for personalized
medicine, and a number of clinical studies have revealed
significant associations between UGTIAI1*28 and
irinotecan toxicity. Based on the cumulative evidence,
clinical tests for the UGT1A1728 marker have started
in the United States since 2005. However, the appropri-
ate criteria for irinotecan dose adjustments have not
yet been fully established. Since there are considerable
differences in genetic polymorphisms among different
ethnic groups and in approved irinotecan-containing
regimens between countries, the criteria for the choice
of suitable genetic markers and dose adjustments
should be standardized in each country. This mini-
review outlines our recent studies on irinotecan
pharmacogenetics and discusses the clinical signifi-
cance of UGTIAI% and *28 markers for personalized
irinotecan therapy in Japanese cancer patients.
Keywords: irinotecan, UGT1A1, pharmacogenetics
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Eraliits 00y

MK BEHAMIFZE Y v —F v, 30(9), 22-27 (2007)
B Tl iz FRIR A B Z I L TRl S, 3R
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DRERITEF BB, BREAE % & %2 G- S 7258
—WROBETHIEZEMTH L. Z o OBE TR
AREMORENE LToOREMZiHET 2 L TREE S
NDMEMRRPFTMOIERN 2 EZ TSl L, SHOBEE
IZDOWTHHbETHHLL /2.

Keywords: genetically modified food, safety assessment,
biotechnology
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REPHFZERTAEH, 30, 9-16 (2007)
MG R 2 RS OREVEOFHICB VTR, BAZ

NI R 7 NI EDOT L IVE —F 50 F %R~
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o7 LIVF—OREEIRZIREE U8 LB %
M TX2REBRMELTWAEEZ 515, BALB/c
Y ARHWT, ATV I VR E UTRIDEE
BLOROEREZIT) REFIET 51272 7ok % 8
L7,

Keywords: oral sensitization, BALB/c mice, ovalbumin

*

fandmn ety v —

Ml %, B Yy al—LBKOTAHYY
ZRQTHIF oLV T 1 ZIVE KT T U HFEHFIC
21T

J. Food Hyg. Soc. Japan., 48, J397-J401 (2007)

THY) 7 A (%4 Agaricus blazei Murrill) &,
M2HAZ, PR TRL, FOHHMWF ) ao—fE
Thb. FAEZEHETIET A 7 2L 3 84
OmAEEE ER L2, FORE Ty M EHWHY
LB B AMERER BV T, 1B BICEPATTE—
Ta MEH BBARMEIEH) SRR bz, 0k,
[EAEZEB INEFEREERZERIIHL, THI 7 A
ot 3RO A S EEH 2 ARB L 72, § TS
UL7HY 7 RABTHA< Y v alb—A (4% Agaricus
bisporous) 121%, 7#H YU F > (B-N-[y-L-(+)Glutamyl]
-4-hydroxy-methyl phenyl- hydrazine, Agaritine) & I
ML 722V FI U VFREPEEINTVL I LN
MHENTBY, ZOHFMEIIOVTIMOEEDSIEH SN
TWwWie, Flhvwy a2l - 208 ERIZB W TENA
BRI NT VD EDOLHRIEDH B Z &b, LRk
TiE=y v a)b— 2AOEPEPESE L ) IFFHITL 2
Ebdh, VAZFliziToTw5b. K TIE~y ¥
2NV—=LDT I F T SR E RO v 2
— LHDFENRAY AT FHIIZE LT O B L 72
Keywords: 7 7)) 7 A, THIF, VAT E—
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Ml W fEA KBRS AX S 25BN E AMM

FEEDEEICDOVWTH—EE

HA &M b2, 14, 43-50 (2007)

A novel type of encephalopathy occurred in patients
with chronic kidney diseases, which was associated
with the ingestion of the Sugihiratake mushroom
during the fall of 2004 in Japan. To elucidate the relation-
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ship between the encephalopathy and this mushroom
intake, we attempted to investigate whether cyanide
and thiocyanate are present in the Sugihiratake samples
and determined the cyanide and thiocyanate levels in
fifteen samples collected from different Japanese
districts using HPLC with fluorometric detection. The
cyanide ions and thiocyanate ions were detected in the
ranges of N.D.-114.0 xg/g and N.D.-170 xg/g in the
samples, respectively. This result demonstrated that
cyanide exposure could occur from the intake of
Sugihiratake mushrooms in one’s diet. Furthermore,
we discussed the possible association between cyanide
and the onset of encephalopathy. In addition, we
conducted a multivariate analysis of metabolites in
‘Probably Toxic” sugihiratake collected from the area
of encephalopathy outbreaks, and ‘Probably Safe’
sugihiratake collected from unaffected areas using
UPLC/ToF MS. The results indicated that the pres-
ence of milligram quantities of vitamin D-like compounds
per 10 grams of dried sugihiratake from the areas of
encephalopathy outbreaks. The hypotheses to induce
the encephalopathy in terms of vitamin D-like compounds
are proposed.
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Food allergy represents an important health problem
in industrialized countries. In Japan as well, the
number of patients with food allergy, especially among
young children, is increasing. Since the only therapy
for food allergy is avoidance of the food responsible, it
is essential for food allergy patients to eliminate food
allergens from their diet. Therefore, the Japanese Min-
istry of Health Labor and Welfare (MHLW) decided to
improve the allergen labeling system by amending the
Food Sanitation Law and the labeling the five allergens
(egg, milk, wheat, buckwheat and peanut) in any
processed foods has been mandatory since April 2002.
The Japanese labeling was divided into two stages,
mandatory and recommended, according to the number
of cases of actual illness and the degree of seriousness.
Egg, milk, wheat, buckwheat and peanut (allergens)

require mandatory labeling by the ministerial
ordinance. In addition the notification recommends
that foods that contain the 20 ingredients such as
shrimp and soybean be labeled. Furthermore, to
monitor the validity of the labeling system, the govern-
ment announced the Japanese official methods for the
detection of allergens in a ministry notification, based
on the methods developed by the detection method
study group in November 2002. The Japanese official
methods consisted of two kinds of ELISA kits screen-
ing and the western blot method for egg and milk and
the PCR method for wheat, buckwheat and peanut as
the confirmation tests. However, the official ELISA
methods still cannot be applied well to heat- and pres-
sure-processed foods such as retort foods and canned
foods. Therefore, we improved by the development of
a unique extraction buffer for extracting the insoluble
antigens produced by heat and pressure processing. In
addition, we performed the collaborative studies on
these improved methods using six model processed
foods (sausage, boiled beef in an aluminum pouch,
tomato sauce, biscuit, juice, and jam) containing aller-
gen proteins. This paper will discuss the recent trends
and future prospects of five allergen detection for
mandatory labeling and twenty allergens for recom-
mended labeling in Japan.
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This document is a summary statement of the outcome
from the meeting: “Bisphenol A: An Examination of the
Relevance of Ecological, In vitro and Laboratory Animal
Studies for Assessing Risks to Human Health” sponsored
by the NIEHS and NIDCR, NIH/DHHS on the estrogenic

environmental chemical bisphenol A (BPA, 2, 2-bis (4-
hydroxyphenyl) propane; CAS# 80-05-7). The meeting
was held in Chapel Hill, NC, November 28-30, 2006 due
to concerns about the potential for a relationship between
BPA and negative trends in human health that have
occurred in recent decades. Examples include increases
in abnormal penile/urethra development in males, early
sexual maturation in females, an increase in neurobe-
havioral problems such as attention deficit hyperactivity
disorder (ADHD) and autism, an increase in childhood
and adult obesity and type 2 diabetes, a regional decrease
in sperm count, and an increase in hormonally mediated
cancers, such as prostate and breast cancers. Concern has
been elevated by published studies reporting a relationship
between treatment with “low doses” of BPA and many of
theses negative health outcomes in experimental studies
in laboratory animals as well as in vitro studies identifying
plausible molecular mechanisms that could mediate such
effects. Importantly, much evidence suggests that these
adverse effects are occurring in animals within the range
of exposure to BPA of the typical human living in a devel-
oped country, where virtually everyone is exposed to
measurable blood, tissue and urine levels of BPA that
exceed the levels produced by doses used in the “low
dose” animal experiments.
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[ By o> T i J OV B B3 % i ] 2520064F 6 H 12
RiAT SN, S50, [FEERB)Y O3 K OPRAE IR OIS
ORI B e | B L ) ERE N o
AR %% 2 H71E, 3Rs (Reduction: Iz BREN 1 @ il %,
Refinement: FZERENY O OHEIK, Replacement: S5k
FYoOBEXIEZ) OMKTHS. LrL, HIRPE Sk
ZRBRE DR D 72012138 7= 3 Y RHEMEIC L
L= ETH B, Z O FRERE L O dy %
7o g 72002, ENLEREGE MR Rt
BRITZE £ > & — P B RABR ATl 28 A320054E 11 H 12 3%
VAN ZOEMOIEE)ZJaCVAM (Japanese Center
for the Validation of Alternative Methods) & IFE5.
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Kojima, H. : JaCVAM: An organization supporting
the validation and peer review of new alternatives
to animal testing

JaCVAM WC6 proceedings, 483 (2008)

In November 2005, the Japanese Center for the Vali-
dation of Alternative Methods (JaCVAM) was established
as part of the Division of Pharmacology at the National
Center for Biological Safety and Research, affiliated with
the National Institute of Health Sciences (NIHS) in Japan.
The key objectives of JaCVAM are: 1) to ensure that
new or revised test methods are validated, peer reviewed,
and officially accepted by regulatory agencies, and 2)
to expand international cooperation on alternatives to
animal testing. This paper describes in further detail
JaCVAM' s current activities and future direction.
Keywords: validation, peer review, alternative, JaCVAM
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20064E 7> &5 WRIN 2 CTHafT & 11 7-REACH (Registration,
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Wk AT ) FEEDNEORENT — 5 T LR
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Visual Dermatology, 7(3), 328-331 (2008)
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Kojima, H.: Perspectives on validation and regulatory
acceptance of animal alternative testings in Japan
P&G Actives Risk Communication, 2(1), 1-4 (2008)
In November 2005, Japanese Center for the Validation
of Alternative Methods (JaCVAM) was established in
the Division of Pharmacology at the National Center
for Biological Safety and Research affiliated to National
Institute of Health Sciences (NIHS) in Japan. JaCVAM
facilitates the validation, peer-review, and international
harmonization of alternative methods. Key objectives
of JaCVAM are: 1) to facilitate 3R’ s with reduction
and replacement prioritized and 2) to ensure new test
methods are validated, peer reviewed, officially accepted
by the regulatory agencies, and internationally harmo-
nized. JaCVAM has its own steering committee which
is in charge of JaCVAM activities. JaCVAM facilitates vali-
dation studies and peer-review process for new methods.
JaCV AM also proposes a validated method to the regu-
latory agencies for their acceptance.
Keywords: validation, peer review, alternative, JaCVAM
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Nohmi, T.: Novel DNA polymerases and novel geno-

toxicity assays

Genes & Environ., 29, 75-88 (2007)

The goal of environmental mutagenesis and genetic
toxicology is to elucidate the mechanistic links between
exposure to genotoxic agents and the health consequences,
and to prevent the health hazard associated with DNA
damage. To this end, we have investigated the mecha-

nisms of mutagenesis induced by environmental chemicals
and contributed to establish the paradigm that Y-family
DNA polymerases play central roles in mutagenesis via
translesion DNA synthesis across damaged bases in
DNA. Here, I review the roles of Y-family DNA poly-
merases in mutagenesis and introduce features of the
novel bacterial and rodent genotoxicity assays. Future
directions of environmental mutagenesis and carcino-
genesis are also discussed.

Keywords: Y-family DNA polymerases, translesion DNA
synthesis, YG strains

Matsumoto, M. Hirata-Koizumi, M. and Ema, M.: Poten-
tial adverse effects of phthalic acid esters on human
health: a review of recent studies on reproduction
Regulat Toxicol Pharmacol, 50, 37-49 (2008)

Various phthalic acid esters (PAEs) have been used
for a wide range of products. PAEs and their metabolites
produce reproductive and developmental toxicities in
laboratory animals. These findings have raised concern
about the possibility of PAEs as contributors to repro-
ductive and developmental adverse effects in humans.
This paper focuses on PAE exposure and health effects
in human populations and summarizes recent studies.
The exposure data in human populations indicate that
the current methodology of estimation of PAE exposure
is inconsistent. It is therefore important to obtain improved
data on human PAE exposure and better understanding
of the toxicokinetics of PAEs in each subpopulation.
Studies on health effects of PAEs in humans have
remained controversial due to limitations of the study
designs. Some of findings in human populations are
consistent with animal data suggesting that PAEs and
their metabolites produce toxic effects in the reproductive
system. However, it is not yet possible to conclude wheth-
er phthalate exposure is harmful for human reproduction.
Studies in human populations reviewed in this paper
are useful for showing the strength of the association.
It is sometimes claimed that the use of animal data for
estimating human risk does not provide strong scientific
support. However, because it is difficult to find alternative
methods to examine the direct toxic effects of chemicals,
animal studies remain necessary for risk assessment of
chemicals including PAEs.

Keywords: phthalic acid ester, human health, reproduction
and development
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