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Kawasaki, N., Itoh, S., Hashii, N., Takakura, D., Qin, Y.,

Huang, X., Yamaguchi, T: The significance of glyco-

sylation analysis in development of biopharma-

ceuticals

Biol. Pharm. Bull, 32, 796-800 (2009)

Many glycoproteins and glycosaminoglycans are approved
for clinical use. Carbohydrate moieties in biopharmaceuticals
affect not only their physicochemical properties and thermal
stability, but also their reactivity with their receptors and
circulating half-life. Modification of glycans is one target
of drug design for enhancement of efficacy. Meanwhile,
there have been reports of serious adverse events caused by

some carbohydrates. It is crucial to maintain the constancy

of carbohydrate moieties for the efficient and safe use of
glycosylated biopharmaceuticals. On the other hand, for sci-
entific, safety-related, and economic reasons, changes in the
manufacturing process are frequently made either during the
development or after the approval of new biopharmaceuti-
cals. Furthermore, the development of biosimilar glycopro-
tein products has been attempted by different manufacturers.
Changes in pharmaceutical manufacturing processes possibly
cause alteration of glycosylation and raise concerns about
alteration of their quality, safety, and efficacy. In this review
we provide some current topics of glycosylated biopharma-
ceuticals from the viewpoints of efficacy, safety, and the
manufacturing process and discuss the significance of glyco-
sylation analysis for development of biopharmaceuticals.

Keywords: glycoprotein, glycosaminoglycans, biopharma-

ceutical

Kawasaki, N., Itoh, S., Yamaguchi, T: LC/MS" for gly-
coprotein analysis: N-linked glycosylation analysis
and peptide sequencing of glycopeptides.

Methods Mol. Biol., 534, 239-248 (2009)

Liquid chromatography/multiple-stage mass spectrometry
(LC/MS") is an effective means for the site-specific gly-
cosylation analysis of a limited quantity of glycoproteins,
such as gel-separated proteins. Generally, a tryptic digest
of the glycoprotein is separated by reversed-phase LC, and
peptide sequencing and glycosylation analysis are achieved
with on-line MS". In this chapter, a protocol for the LC/
MS/MS/MS of a proteolytic digest of a gel-separated gly-
coprotein is described.

Keywords: Glycosylation analysis, Peptide sequencing, LC/
MS”*
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B AR, 39, 359-387 (2008)
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Goda, Y.: The safety of health foods and impor-

tance of their origin

Yakugaku Zasshi, 128(6), 837-838 (2008)

The safety guideline for voluntary inspections on the in-
gredients used for capsulated or pellet food, announced by
the director of the department of food safety of the Min-
istry of Health, Labor and Welfare on February 1, 2008
states that “how to guarantee the origin” is the top priority
to ensure safety. However, in the course of our continuous
investigation of the origin of natural products, the ingre-
dients of some health food products such as chondroitin
sulfate, white kwao keur (Pueraria candoller var. mirifica)
and black cohosh did not originate from the labeled mate-
rial. The usage of the correct origin is the fist step for the
quality assurance of “health food” . Therefore, we believe
that regulatory requirements for accurately indicating the
origin of “health foods” and effective enforcement of these
requirements are needed.

Keywords: health food product, food safety, correct origin
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Nagashima, H., Nakagawa, H.", Kushiro, M.", Iwashita,
K.: The in vitro approach to the cytotoxicity of a
trichothecene mycotoxin nivalenol

JARQ, 43(1), 7-11 (2009)

Trichothecene mycotoxins are toxic to leukocytes, and
one of the leading symptoms of trichothecene toxicosis is
leukopenia. In this study, therefore, to elucidate the under-
lying mechanism of toxicity, we treated promyelocyte (one
of the leukocytes) -derived cell line HL60 with a trichoth-
ecene mycotoxin nivalenol for 24 h and investigated the
toxin’s effects. After treatment with 3 or 10 pg/mL nivale-
nol, morphologic damage was pronounced. The effect of ni-
valenol on cell proliferation (5-bromo-2-deoxyuridine (BrdU)
incorporation) was examined, and the mean 50% inhibitory
concentration was 0.16 pg/mL. At 3 and 10 pg/mL, in-
ternucleosomal DNA fragmentation, one of the hallmarks
of apoptosis, was apparent. Concentrations of nivalenol-
caused morphologic damage are in accordance with DNA
fragmentation, indicating that nivalenol-caused morphologic
change is due to apoptosis. The media of nivalenol-treated
cells contained substantial amounts of interleukin (IL)-8,

suggesting that IL-8 contributes to the nivalenol-induced
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phenomena. Conversely, nivalenol decreased monocyte
chemotactic protein-1 secretion. We performed BrdU incor-
poration to assess the effect of 1,2-bis(2-aminophenoxy)
ethane-N,N,N’,N’ -tetraacetic acid tetraacetoxymethyl ester
(BAPTA-AM), which chelates intracellular calcium ion.
BrdU incorporation after concomitant treatment with niva-
lenol and BAPTA-AM was higher than that after treatment
with nivalenol alone. Likewise BAPTA-AM considerably
attenuated nivalenol-induced IL-8 secretion. Taking both
results together, it appears that nivalenol-caused cytotoxicity
depends on intracellular calcium ion.

Keywords: cell proliferation, HL-60 cell, interleukin-8
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Keywords: psychotropic substances, Designated Substances,
Shitei-Yakubutsu

Uchiyama, N.: Antichagasic activities of natural

products against Trypanosoma cruzi

J. Health Sci., 55(1), 31-39 (2009)

Trypanosoma cruzi is a parasitic protozoan transmitted to
mammalian hosts by blood-sucking triatomine bugs. Infec-
tions by 7. cruzi, known as Chagas’disease, pose a major
public health problem in endemic countries in Central and
South America. New chemotherapeutic agents are desired
because of the lack of effective vaccines, undesirable side
effects of anti-chagasic drugs in use such as nifurtimox and
benznidazole, and the emergence of parasite resistance to
these drugs. In the past two decades, novel advances and
an improved understanding of the biology and biochemistry
of 7. cruzi have led to the identification of various targets
for chemotherapy to treat Chagas’disease. In addition, many
efforts have been undertaken to develop antichagasic agents,
such as designed and synthesized compounds, natural prod-
ucts, and their derivatives, against a number of targets.
Here, I mainly review recent studies on the antichagasic
activities of natural products.

Keywords: Trypanosoma cruzi, antichagasic activity, natural

product
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1FE A EDOERIERTHEKOHEDOBER TREI NN, —
TITHKICERE T 2 LN E o7z,

Keywords: [E3EF5, MoK, &

TR AR R
O R R L g v B —
SRR

iR, ARHES  REPOEZERBARD/ILEY

HIZkDEMIHTZY RS

BAEEHAN, 37, 865-870 (2008)

BN SR S5 ATREME D & 2 R3S kDb
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Nagaoka, M.H., Maitani, T.: Speciation of aluminium
in human serum investigated by HPLC/high-
resolution ICP-MS—Effects of sialic acid residues
of the carbohydrate chain on the binding affinity
of aluminium for transferrin—
Journal of Health Science, 55, 161-168 (2009)
Aluminium (Al) in the blood is bound to transferrin (Tf),
a glycoprotein of about 80 kDa that is characterized by its
need for a synergistic anion. The binding affinity of both
Al and iron (Fe) for Tf is surveyed in the context of our
recent studies by on-line high-performance liquid chroma-
tography/high-resolution inductively coupled plasma mass
spectrometry (HPLC/HR-ICP-MS). First, Al in human se-
rum without any in vitro Al-spikes was present in a form
bound to the N-lobe site of human serum Tf (hTf). Next,
the effects of sialic acid in the carbohydrate chain of hTf
on the binding affinity of Al (or Fe) for hTf were studied
by using asialo-hTf obtained by treating hTf with sialidase.
The binding affinity of Fe for asialo-hTf and native-hTf
was similar, but the binding affinity of Al for asialo-hTf
was greater than that for native-hTf. These findings are dis-
cussed in relation to diseases in which the serum concentra-
tions of carbohydrate-deficient Tf and oxalate are increased.

Keywords: speciation, aluminium, transferrin
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Keywords: dioxins, GC/MS, reporter gene assay
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Keywords: food additive, LC/MS, GC/MS

AR S BROBEER

Medical Technology, 9R 5 36(9), 920-923 (2008)

HACCPFiE% T B O A E BRI DU TigR L7z
Keywords: Food Safety, HACCP
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Igimi, S., Okada, Y., Ishiwa, A."', Yamasaki, M.", Mori-

saki, N.”, Kubo ,Y.*4, Asakura, H. and Yamamoto, S. :

Antimicrobial resistance of Campylobacter: Prev-

elence and trends in Japan

Food Addit. Contam., 25(9), 1080-1083 (2008)

Campylobacter is one of the most frequently diag-
nosed bacterial causes of human gastroenteritis in Japan
and throughout the world. Resistance to quinolones in
Campylobacter jejuni and C. coli isolated from humans
has emerged in many countries during the past 15 years
because fluoroquinolones are the drug of choice for the
treatment of suspected bacterial gastroenteritis. Food
contaminated with Campylobacter is the usual source of
human infection; therefore, the presence of antimicrobial
resistance strains in the food chain has raised concerns that
the treatment of human infections will be compromised.
The use of antimicrobial agents for food animals and in
veterinary medicine is suspected to be correlated with an
increase in quinolone-resistant strains of Campylobacter in
food animals, especially in poultry products. In contrast to
macrolide resistance in C. jejuni and C. coli isolated from
humans showing a stable low rate, resistant Campylobacter
spp. to quinolones has emerged in Japan. We summa-
rize food-borne Campylobacter infection in Japan, and the
prevalence and trends of antimicrobial resistance of Campy-
lobacter from our data and other Japanese papers which

reported the antimicrobial resistance of Campylobacter.
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LTERHE  MEYHBROFREL - BADRKRLSE
HARS WAE 458, 25(1), 18-22 (2008)
BRI SR BT I, EREICD
ENIZBNTHELICHED Bt T\ 5. S TiE, FAO/
WHOXPCODEXZ B2 28 HE L, R& OWIEHAEN D Y
27 A EATE Y, BHEERRILIZ LD T RS SL
ED MM ThbhTns. ERNIZBWTHRBNERESE
B2ITBWT, BRICBT 2MAEMOMEERBFIIIT Iy
Hr&h, WEBAEYICH T2 Y A7 FHEATHhh TV D.
BHERRR LA BRI, A OBHIRHIE 21T > T <
FHRPEIZEE > T& . U A7 M OFE R 232 1 TR
BT DMEDDY R~ XK=V A FERIT D eI
3, BERARILICIE S WA R BR 21T o7 < TR
LR —J, WEYORBR TIXERFERE LR
B0 P FIEIC K DB E SR S, FLw
OB LD SE L. ORI ETC, BT,
BB T HMAEDRRT 2bb, AP EERM @
IR E O RMICE T 2RBEICET 2B 0IEEE - T
W5, AT, ZNE TCOENORMRICE T 2MMEY
REEDOBLR 2T L, 4% OMEDREBRIZ OV TE X
THIZV.

Keywords: Analytical Methods, standard, bacteria

AL F, T+ & ## {5 : TBergey’s Manual of
Systematic Bacteriology 25 1 hR] ICEEEEE N5
HEEDRONEDRR—I S ABEE

BN S5, 22, 233-240 (2008)

Fox 34 B AW TW D LW O L1 17534 O Car-
olus Linnaeus® 3% #E “Species Plantarum”, % —h (1753)
DILINT, 24EE MO THEMRE DO M4 21T > T2 DIZ#
%. T OLinneD & R L7224 LN BT O ALY 4 15k 0
BHEL o T DL MBI 3\ TR BRI B A 4 B0
(International Code of Nomenclature of Bacteria, ICNB) (3,
ISV THIE OMAREDRIN TS, AHKIT
19534F D 6 [ul E BMAE M) 7 2 i T B > DAL
DT EHRWEL, 1958FITIEBHE - v A L A HK
ELTHERREN., BFE, BNERREIZ>VW TG
WS T RETHENED BN TS, £ TRRET
{ZBergey’s Manual of Systematic Bacteriology %5 1 it L&,

BRENED 7T DGR ED & 9 IS TE 2
oV Tk~ B,

Keywords: Bergey’s Manual, taxonomy, anaerobic bacteria

L+EE#E, MARET  BRENLEVRATUTIE

ICBET BIRIREEZR

IR R S, 29, 222-223 (2008)

VA7 UTHE, U AT Y 7 (Listeria monocytogenes)
ZRALTHBYYET, b FLEMWICHULE, BERS 7
CFEEREREZEZL, EmEnN20 ~30%L /0. K
BYYENRBEA EFFICER SR X 51 o =00,
19804F X7 5 T, BRKHETHEY 7 4, AWML, &
W TS 72 EORSHEZMN LIzt MBI 5 HEHKRY
WNTHRESNIZZLICED. EMIBITFHIATIT
IR E OB Y ERR EERRE EZ 2 5T
5. AFETIEELEZN LY 27U TREICET B EIRIC
DWNWTE LD, FOFIHIZONTELET S

Keywords: Listeria monocytogenes, listeriosis, epidemiology

F+Ei##E, $187%  CODEXT, IZAAHMED
MAEMIRIRICINZ SNETyFONs & — - YhY+
RS A iR AR R, 29, 223-224 (2008)

200442 H £20064E5H 12, AL ADY 232 —T D
WHOA R IZ 33T “3L V2 38 88 3L W D Enterobacter
sakazaki\” B3 2 FAO/WHO & [A] B R 567 73 BREE
Nz, ThSOEFHTBWT, E sakazakii DW'E, ¥EF,
FLIRHGRBUNELD & DR U R 7 12BN 72 B 42
I, AREOFLIEH TR LG YT IR DIEG K UYE
BOFRK L7225 EfEmm Iz, @B A TIRAREICIESN
THAREMETRIBET 22 EDMTEALETH DN, R,
FRlZRBITCREAR RN, (RIAEHARERLE LT,
MIECESMEGRERIET 52 03D, EERES
WIIBEIRER A F 5T 5. AIE DRGSR I DWW TIE R
AL A LT BRI 28 S S h Tk 0, &b
ARG e LGRSz, 22T, AEDOZN
ETOEREE LD, FTHETD.

Keywords: Enterobacter sakazakii, PIF, contamination
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NETOEBLEINDSDRE~

A¥lZ7— K72 B, 24, 51-54 (2008)
FAO/WHOX°CODEXZ B 273 L, ‘dhlZHIT 296
JFARAEH D) A7 FMAEA TEY, BPrRinic &>
W [ERRE 22 B S OB IEEE D BB b TS, B
FHIZLARIZ T, A OBIRIRCHIEZ1T ) LD
MPEILEE > T&E . U RZFHliOR R %% T TRMIC
BIFLIWMENOY A7 w3 —=TV AL NEATIITE, B
HUARBLIZ FE D W T EHEME D i O VAE R BR 21T 5 23
b5
Keywords: Analytical Methods, standard, bacteria
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FEIREEDIER

ATIZ7 — K& v, 24, 62-68 (2008)

WET R YREOEEEEERS ED L5 IfTbhTn
DR LT, Z ORFHEEE T O BARRY 722 [ AR F R
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Keywords: Staphylococcus aureus, Analytical Methods,

standard

EECDRPNES

EHEiE - BROMEMEREZBERBICE Dk

[T L TWLS

A TFIHACCP, 14, 20-29 (2008)

BB AIREEH OV 2 7 A EA TEY,
FAO/WHO<PCODEXZ: B £ /N H £ U Bl AR Lz -
Wz EBE 2 B S OB ERYEME D BRI DTV B, Y
A7 FHIOFERE =T TREICBIT A2MEH DY 2T~
R—V AL MNEATOIIE, BHERRIUZEE S W T E M
DEWAEWRBREIT ) LER DD, 5% EHOMAEY
HEREEZ O L) ICEBEXS L T RENIDONTH
2=1L7-.

Keywords: Analytical Methods, standard, bacteria

LHBEHE  bOEORRMEMHERE & EEHRE
BANDERE
DRy e T— RH A T A, 48, 22-26 (2009)

RSB 2HREMAEYM OV X 7N EATEY, B
FHIR LU DWW 7 EBRRY 22 85 O R FEYEE D 238
BTV, URAIZFHEORR 23T TRMBICE T 5%
EMDY R 7 <3 —T A2 MEATHITIE, BHRRRILIC
KONV EHEEDOSWERRET O LENH D, =
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Keywords: Analytical Methods, standard, bacteria

Suzuki, H. and Yamamoto, S.: Campylobacter Con-
tamination in Retail Poultry Meats and By-Prod-
ucts in Japan: A Literature Survey

Food Control, 20, 531-537 (2009)

Campylobacter species are common bacterial pathogens
that cause gastroenteritis in humans worldwide. In Japan,
campylobacteriosis is the leading food-borne bacterial ill-
ness, and the consumption of poultry meats and/or by-
products is suspected to be the major cause of this ill-
ness. In this review, we summarized the papers describing
Campylobacter contamination of retail poultry meats and
by-products in Japan, most of which were written in Japa-
nese, for estimating the nationwide situation of Japan. On
the average, the prevalence of Campylobacter contamination
in retail poultry meats and by-products was approximately
60%; this contamination level is comparable to those ob-
served in North America and Europe. Campylobacter jejuni
was the dominant species isolated from retail poultry, and
Penner serotype 2 and 4-complex were the predominant
serotypes of C. jejuni. A large section of poultry was con-
taminated with Campylobacter spp. at levels that were ad-
equate to induce gastroenteritis if the meat consumed was
raw or undercooked. Moreover, quinolone resistance was
frequently found in poultry isolates. This review provides
detailed and referable data on Campylobacter contamination
of retail poultry meats and by-products in Japan, especially
for researchers of other countries.

Keywords: Campylobacter, poultry meat and by-products,

Japan

Suzuki, H. and Yamamoto, S.: Campylobacter Con-

tamination in Retail Poultry Meats and By-Prod-

ucts in the World: A Literature Survey

J. Vet Med. Sci., 71, 255-261 (2009)

Campylobacter species are common bacterial pathogens
associated with human gastroenteritis worldwide. In North
America, Europe and Japan, campylobacteriosis is one of

the leading food-borne bacterial illnesses and the consump-
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tion of poultry meats and/or by-products is suspected a
major cause of the illness. In this survey, we summarized
the research papers describing Campylobacter contamina-
tion of retail poultry meats and by-products in various
countries of the world. In most of the countries, a majority
of retail poultry meats and by-products were contaminated
with Campylobacter spp. C. jejuni was usually the domi-
nant Campylobacter species isolated from retail poultry and
C. coli was less frequently isolated, although the ratio of
C. coli to C. jejuni was considerably different among the
countries. However, in Thailand and South Africa, C. coli
was the dominant Campylobacter species isolated from
retail poultry. A large portion of retail poultry was contami-
nated with Campylobacter spp. in the world; therefore, fur-
ther trials are required for finding proper countermeasures
and attention should be paid for the sanitary handling of
poultry products.

Keywords:Campylobacter, poultry meat and by-products,

world
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Keywords: norovirus, viral food poisoning, virus examina-
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-y

EHLAT 4T, 54, 189-192 (2008)

I E 7 U AL, KIS )A < AR LIS fiEdL
AR BN TS K< s s, — I, KRR
200C8L EDWpAKIZEBWTIHRE T U ADAEFNRE L
BRI D720, EECBRE T VAP HENED T
5. BRETVAIGERESNERLEEA LR, BX
F6 ~ 24 ORI 2 BWCTTFH, IR, B, R
M, FEEe EORMEBBRIERERET S, RAELTIX
B & U CHTAR IS B S LT SR AR RS S Sk o
TCBSEEHUIMA CHHATH S, T2, BT U 4L
PR DL TR 7 & AR B % 558805 CIO@IR £ 72 1388
BILEEWERIC S D72, MoMEIZE SIS Wil
Btk bR STV 5.

Keywords: Vibrio, parahaemolyticus, detection, method

HIER", b a®mk?, LHEHE  BRETULE
FEOEEBLRR HFELE RPSOEE LRI
{LSIE O REK, 24(7), 57-66 (2008)

19954, 7O TICHB LIZBRE T VAo sa—r
B (M{EAI03:K6) 1%, HBA, dek, mk, 3—m v X
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~EEG A PR LR e RFAT 2B &SR L. BAR
DOIFERE 7 VA BHELI9964FEH LHEM L, 19984
WX BERAN2,3184, FHIE A B3I 9~ 5
pFRE L oz, ZOMRMICENTERIRESN-ZEE (&
HxX, TYU, TAYX), WK, MEISEBELFRLT
BRE 7Y A03IK6DHF 7 o — it &h, BAD
BRI HT 7 1 — VRN ES LY a5 & Z LT
W5 EEZ I 1999 LARE L, AITBNT HH L dx
DOXRNBEH L, BRET U ARPEHEDEFTEITHEN
DOUI0LAFIZHA L=, LinL, Mk Eolke oY
IERITHNT WD OT, llrThil, Bre7 U 4R
HEOBHLHY 5 5.

KeyWords: S KIRIT, 77, #Hov—8, Bk
E 7Y A HIASELHE, N TR

R SR B e A R R SR
2 KR T Y T R

THHET  REEEESN2BERESHEY-REER
LEDOMEK BIVERTS HE BEOMEYMERS
BLHEEEDES]

BRARSEEE, 112(7), 824-827 (2008)
PIERXTBPEOESRIIE L, 18854FE I LEXRT
DD THBES L, 18884EICIT FA Y TRAELZARNE
MLT-BPERRESNLTVS., VLEXTATHEIT
HATHLLRIN G FEAENHETH Y, HERIEREE
2 bbb, MEMERTRHEFES ETRIZE
MTERVEBRFEOVESTHS. HRACH VLT X
TRPBFORAENRSE L, WD L ORGSR & Ol
ADZWHATIE, EANAOERICE > TENOIILESR
TRYPHERENEBINDIZELHD.
keywords: YV /VEX T, R, MIEH, Enteritidis, FIN

EillE—: $H4TESOTICHIFE YA M+ VEE
MEHRXDEE (From 47" SOT meeting)
Mycotoxins, 58, 155-157 (2008)

SERR20E3H 16 H ) H20HIZNT KE DT iz T
BAf# < #u 7= T 5547[RISociety of Toxicology Annual Meet-
ing] IZBWTHEKINTZ~vA 2 hF 2 EHEOFEENE
DWW TR L 72,

Keywords: toxicity, mycotoxin, Society of Toxicology

ZllE—: BRRELOH-REEN
ImmunoTox Letter, 13, 8-9 (2008)
HAAGIE R, HEIZToll-like receptor® 3 7 F WARTE R~
DA A bF T DORBIHESHH e~ A a bR
DOFPEFETHHEIZ OV T Lz,

Keywords: immunotoxicity, innate immunity, mycotoxin,

Toll-like receptor

KiliE— : BE EAspergillusE(ZDWTHD—ER

AW T 256, 86, 557 (2008)

B0 URNg OREE IR FR IS K R VR X0 B
Aspergillus|B\Z 3 FHE D

AKIaTIA. parasiticusDT 7 F % 2 pEAEICE
Rz dH T, BICEMOBRECHNOND R TH DA
sojae & TR & DFEWNZOWTHMNT D L LB, 5%D
B DL ENEDIERIZONWTELRE LT,

Keywords: koji mold, Aspergillus, aflatoxin

#illE—, /M BT DBEICEIFE2HESICLS

BEHHLZTOHRK

INFAAE, T3, 350-352 (2009)

VAR, B ZI5YT 5 E RS L DI E A~ DL
DEEVODOHDLBDD, EOREMENG A EEITS
BREMEE EXRBRO SN2 BEFEREHED 1 2T
HDH. FITERBTE, BRMBERTLIEERIEHL
ORI OV TOAE OBLR 2 B F 2 B L7z,

Keywords: mycotoxin, mycotoxicosis, food hygiene

WHREZ, SHER  BORH ATAZMNIETE

Bbhnad H23H

PHRAM. TECH. JAPAN, 24, 1265-1270 (2008)

P MAHES 2 /x93 AT & [-formin ], [gi-,-gli-, (gly-)J,
l-glitazone], [-glitazar] (ZB8 L CINNMK ONANILE S B O
TERIBET - RS 25 O il Lo Lz,

Keywords: INN, JAN, stem

A RN RE R

REREZ, BHER  BORB RTAEMNEE

Bhhad H26H

PHRAM. TECH. JAPAN, 24, 2245-2251 (2008)

FIJRE % k9 A7 2 T-semide) [-etanide] [-pamide]
[-tizide| [-crinat] K OY mer-] l-mer-] WNZHRY ~—
ZR T AT A T-mer] % (2B L CINNK OANULHL A H
DIEFAEFT - ME%E %25 DR LoofE L.
Keywords: INN, JAN, stem

T A BTN R

WHEZE, HHER  BORA RTAEZHMNEEE
Bhmnd  H29[E
PHRAM. TECH. JAPAN, 24, 2687-2693 (2008)
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B4 I UDBEEERS B KO v T AR
SRT AT A lcalei) -dronic acid], B % I VAREHDE
ML AR A5 A (retin) [-arotene), 7V RRAT o H
LI L LT lrenonel, 7/VI=v LEHHBRELRT
AT I T-aldrate], [-ox) 2B L CINNK OTANI#E A H
DY - #EE %25 OFIR Lo o L.
Keywords: INN, JAN, stem

|

D4l BTN R R B
WHKEZ:, HHERE  BOREH ATAZMNIEE
Bbhhd 32E
PHRAM. TECH. JAPAN, 25, 519-525 (2009)

X I VBB O EI MG 2R AT A Tnico-], Mnic-J,
Mi-l, TRAY 7TV BMERSERT AT A (2
prost (-) | [-prostil |, Fi= A b a7 AEHZE L L T l-ifene)
(ZB9 L CINNK& OVANIHE S B OEFBET - sS4 5
DB LoD L.

Keywords: INN, JAN, stem

BN A DS

S, BT . 4V / ThYORWEREEICH

s/ AERBZNT7 7O0—F

E220D 3 )T, 225, 936-940 (2008)

PIBARA Y 2T 720%, bRA Y AT —FBIEEE:
EETHHT N TV OFERTHY, £ OFBREIC
R AWSNTWS., 4V )T OERERWERATH S
I R ERIBAER B ORI & LT, UDP-Z /L7 1 gl
BEEFUGTIAI D28 27 (TA)>(TA),) BNEILNTH
D, kETE, BECREITERELRDZDOBEF » k23
AEINTWS., AR THLREREOBIZNH 528, ARANE
SR ETAEEAIE, 28 TMAT, W77 ANTHEMN
EW6 2R (211G>A, Gly71Arg) 2 BETHLEND S.
EHELOMRIZEBN TS, BATOERBLIP X7 Z
F o EDFRIZBWT, 6 K28 ITEHFE LI L— K
U EOFHEREAEDOEMNRREN TS, B, &
B TIE, 28 12MZ T, "6 ZiFhEkigDiEsEH Y
AT DOIELTINERDD.

Keywords: pharmacogenomics, irinotecan, UGTIAI

WAEEM, R, R BET SRR

H ARSI, 67(3HTI15), 186-191 (2008)

WRTFEZAULY 7 2SI OO, K&, A
(LUF, HEEWRE) ThY, FFICUEROE % single
nucleotide polymorphism (SNP)& FES. Z o X 9 7 Hfg 3
B, WAFRCHERDHY, X X7 BEOFRBE LR

NRHEREDAZEE BB L9 5. FRICIEE, BA~D
Zy BB AKI DR ZE T - BIERZEBLOJRER & 72
D5 HBEBETZHOERNEHINTETRY, #ET
ZRIBWNIEDSNT, AIEEIEOSGEIC X 2B ATIED
1B B RS AR AT 5 Z L RAREL 72D DD
b5, BETEHBEHOLDOHECE, BEETICS
OFEPEEINTEY, BHOREMN, BB 28O
T K OB, Bt L A 53k, 2 A b, A—
T N, BEZORNL B> FEERIRT D
TENFREE o TV D, AFETIE, BIfE, L <
AVsin g FIEICR > TR L.

Keywords: genetic polymorphism, genotyping, cancer

BN, s, EHEIL, ERi— EE&OD
EMICEEY 5 EGFEE—MMREEPLIC—
Az kifn 56, 20, 27-36 (2009)

EH MO R E JTRLRIER R BUEN R AT B D
Tl E<mbhTnwa. o EYIREOE A
HlEbTHEE LTiE, R, &%, AEHEBERLSD
REMBEROMIC, BERFRH 5. BIBERTFICE, 7
J LARH oI oER, KK, FHA (LUT, fHLEE
%) THLIBREFZERHY, FICUEEDOERTH S
—MEHEZ A (single nucleotide polymorphism: SNP)D#H
@, 2o XD RIERERE, HARICHEERDH Y,
SR BEOFER LV ANNVREREDEL D b DL, B
FMOBRNESLRIERRBEROMBAZE, S HITIEAHEED
FRERY 5%, BUCERELOENBREICELG-+ 2 2
R HEER DB F 2O TIE, £ < OFEHRR
HERENTETW S, HTH, FIBAAANCEL TE, &K
HICBWTHIRMTLEDOLERT /) 22 WHEx v F DK
L, BETZHICES BEMEINLIEENBED L
DT> TWD.  ARIHTIE, HlmeIEo I CrIfE
HoRB L, EYRBHEEREOBE T E OMELE L
VAR L 7.

Keywords: genetic polymorphism, antithrombogenic drug,

drug response

FEBT  BLFHEBRIER

A AR SR MER, 49(4), 1-269-1274 (2008)

BRI 2 RO ZEMFHMEICE L TiE, ERNZR
N—EFAB—a VAT TEEE RN a—T v 7 ZAER
DTRINTEY, TTE 70— RERMRERN
EATPS bD LD, AT, BEFHERZE
i OMEEE, RN, FoRHEIZ OV TR, 5% 0
EEIZOWTHMRL L.
Keywords: genetically modified food, safety assessment,

food labeling
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FR®Bf, EBEL  BEFERBRIZERORESMTM
RS, 58(8), 51-56 (2008)
BEFHBEZERL (XM AT 27 7 ao—ItH) O
FOT~DOREZEZ DO, Rz b 042k
PO, FEREAY AR 2 ARG O B A 2 DU T o HiE
RPN EETHDL LB R D. AT, brEIZET
2 R FAEAR 2 R 5 O Z RIS SV TR, RN T,
JELE 7R FEE O R i ERERATIE TIT > TV D
I 2 B O MR TE OB, M2 &5 O
B DRI DU TR L 7.
Keywords: genetically modified food, safety assessment,

biotechnoligy

FRHT  BLFHEBEZARROTSMETM

BRI 7 +—F L, 291, 52-57 (2008)

BUEE CTIOBIE B2 BAF 25 L TR S 4,
NETRA E L TOREMEFER &R 78 s 1R AW
DRER T E BEHUE, BRECAIMINE 2 & 2l 5 S 75
—HROBIEFHEBZEDTH L. £ 5 OELFHEH
ZIREMO RS L L TOREWETET 5 LTrgEe S
D 1 WORIAM D EAR 0B 2 5 il L, [EERBhAIC
DUVNT B L7z,

Keywords: genetically modified food, safety assessment,
ISAAA

Ve HEWE -, IS, NEEE-, EHER
DAFL. ATLAEMNLENDMS. $FE28E
Pharm. Tech. Japan, 24, 2515-2523 (2008)
EWIGEDOAT LOMETA L LT, BORMEERLD
ML R =F L7 ) a—LiEs (PEGIL) EHKML
DELIEIZ DWW TR LT-.
Keywords: KU PESES, PEG{k, INN, JAN

DA RN R

el . BEFHEBRZBEMmOBRIE

RAAEX 3, 140-143 (2009)

JEAEFBAE T, SERLI3MEAA 2 bR A IR IS S
< FRITOWTEBALT B ICEV, T4 X DNASHS
HARMOMEFIEICONWT) CTE B (GM) &
OB EZEO T (BEREE). KFEE, HR
T TENED HEEEL LT, RAEICHADTAE
PEDS B 2 R AMERFEGME S ORMIEL ED, XbIC
ST EE VRS U 72 22 e R A 7 2 D GMU s O 7 k1
EHEL TS, BEMKES TIE, BHRYEOHKILL
OB T OBEICBT 25 JASEE) OED 2
BETHED S & T, MRS N I-GMEEY &

ZOMLEMITHT DERRETY, JEAEEE &A%
BHOEFRI3F4A L0 RRFIELEML, Tk
L, JASHHTERER NN K7y 7 TR TR 2 A iR Ay -
I~ =2 T BERLTWS. AT, kLo
FIRREIE DRRFNEIZ DWW TR L=,

Keywords: IR 2 B4, MFE1E, PCR

el %, ZEBL, BEBT 7LV UORMED
-7z BZEIKR

EER G - 7 LV —HL, 51, 363-370 (2009)
TUAX—PEEELRMICEL T, BRICXDIEHR
BEOMEEREE -T2 0D, FRRI3EAA AN
BAEBBEES OUEMTb, 7TV —WE % &t
RELDOFRFIENED Sz (R R A X — NI
4F4AR ). BASEE L, JFERWENORER &)
EEEICBT AEREAIEI, O, 49, hE, 2T
HAEAEDSTHH ZETIC LV EEFEMELE ED, &2To
Tl CORTEFESMNT LY. £, BMTEDD
REFMBHIMET 22000 H (HHOO, W, 0L B, x
FLry, hg, FR, 5%, 3T, SiE, KE, ¥
A TN—, IR, N CERRL6EI2 5800, KA,
EOlF, b, REVDL, VAZ, BEFFV) Lo
TIFFREHER L. FR20E6A3 HITIZE S8 5
BUEEh, E\EERERESISEZ T ZERNmbNTND
2, DT ENE I ERMEE 220, ZhE
TOWRERRHBANPORBER LB Loz, ZORER,
BRI BHCHET 2 S BIXI8E B & e o7z, JEA Y@
BHRAF g f E R IEHE 7 L L — KR Rat S otk &
CERI34E10H) Tl, Brz2LBEET58& (MED
EF) 1220V, Hpg/mLigE L~V F 7= i3 8pe/e B
LAULLL BB EIFM B DR 8y e BT AR
ICOWTIEERRBMLELEXOND | LIz, BIfE
DFRFIEITZ OFANCHE > CEMA SN TEY, ELISA
WCEDERIEICL VR ¢blz 0 B MBS R kD
& B R10 pgbl b (10 ppmBh ) &HT 52 &0
IRENTZGENE, WMEEZBZ DEEFMESEAL T
LHREMERHHHO LB SN, ZUCHEY, [T
NE =B E ELRMOBETIECONT] (BREERE
01220001%) (ZIZFEEFAET7SE O, 3, /NE, I,
WALAE, 2, D) OMEFIENTRENTHD (BT
WENE) . ETREREDO R 52 OELISAIEIZ L D E
BEMREZER L, WiETHLNRER L RETLE O
WL, FRVPBIETHEDNHMEND. HWFART]
RGO, BREMEOHOEERELETHDI V= A X
Tuy hE R, 21, £72IFPCRIE (UhE, 1, LA,
2, D) WL VEERBREEIT Y. BEAS BRI
BB L DRI BNT, 2O MICEORER
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FPBSE DR LD BAFE S 47z,
FEOBENT DV THER L 7=
Keywords: Food Allergen, Detection Method, ELISA

ARG CIEZ DR EIEBR

il 7 BRYOT7 VILF—[CHTIHREE?
Q&ATHMN DT LILX—HEA, 4, 327-329 (2008)
BEREORATETHRAT & % TERE< b LE
L7z, BRRTZIB W Tk & TR E 2 B0 MR F R/ T,
gtk & 7 BB O COMRIRITREICR b TR
DFE Lz, BIZICE W TR RO K E OB R OEI A 1308
YL, BCKELOBRAETECTH DA, I, LG, miFoE
BOEENEABITEMLTEH Y £7. ZOREEOZM
R ANEIB T T LLF—IRE B BN R D #Y
EORKO—STHDLEELNTEYET. - T, &
IR A N T A B ERT VUL, T LR KA
TFHRLT LAXF—EROEENUFHTEX L B2 bNE
T RROEEOH RO RN S, @EMYNCERT A2 TT
LA —ER O FHRWEN I CE DR MRS E F &
O THI.

Keywords: B4 I A, fRROMEBER, 774K /4 R

TERF, WEHER, #il G FEBT  BEERM
BRREBREE~ZV - DICORREBEL~

VX N7 — RY AR, 47, 27-31 (2008)

DREOT VL —WE G TR TR L3RI
22— L. ZOB, FREWENOIIEL K O EEE
BT HARARE R A 2R, I8, R, /hNEE, X, %Ak
D55 B AR ERMEHIEE S, 2 TOWBERRE T
DFERPEHT Gz, Eiz, 2000 B B3FEFAMEHD
WEFLHOICESN, BAVHERINE. 209
IIE AL DD IREFA BB E 11D & D
REREEP TN, DREOT LAX—WEEETe
R ORERE, KOFIIFFETRMEE ol 2 O -
DI DOMEIEIC OV TR LT,
Keywords: food allergy, labeling, detection methods

ST DHEDT LILE —RTHIE BT,

HTI7— R4 2 5L, 2, 19-23 (2009)

DREOT VL —WE % 5 el IR 1341
AL — LT, 2O, RERWER ORI K ONEEE
BT oA R AR, IR, 4, NE, i, AL
EDSE B D FRFEIFMBHIIEE S, £ ToRmERE T
DFFNFBAT DA, F72, 208 B ASEEFMEHT
T2 HOITHEE SN, BRIz, TEAROFE
I AN DS F T I B E A RN BN S D & D
KEREENMTONE. DBEOT LAX—WE % &t
BROBAERIE, O DISBEERME L 72 o 7= R,

B OB BA%E STz 2 O - DS DRRAEIEIZ DV TR
L7z,
Keywords: food allergy, labeling, detection methods

LR, EHER, Bl FEBT  RERM

XY - DICORTEREIEICDONT

B EHEAESE, 59, 7-14 (2009)

DRE DT VL F =W 2 G T RRH TR 134T
ALZ— b LTIz, 2O, RERWEROFREL N OEEE
BT DA RIS, ON, R, NE, ZIE, B%AE
A DSE B RERMEHZIEE S, & TORmBEMH T
DOFRPEHT Gz, Fiz, 2000 B B3FEFAMEHT
EFDHDIHES N, ZRnHERINT. FR204E
IE R E DT ATRE RN B S D & D
RERBEP TN, DREOT LAX—WEEE T
BEORAERIE, 2O DIIHREIFMEL & 72 o 7o R4,
BRI NTZ 2O - MhCoREE, EOZoREE
Z @ T TYOE S N TC A TN O FE 2 IE RIS DN T
R L7z
Keywords: food allergy, labeling, detection methods

A #, BHEER, SLEET, H)I B RARE
HREBRONECE T 55EwWebY 1 b —{LEYME
BEERE LS —

BSR4 THES, 49(3), 1-249-250 (2008).

B PO E BEE AR AT BRI, ERSo
HAEEROT = v 7 MBI OT —<IZB¥ 2 REl e A
DIERIRE U THM 2T 2web ¥ A MOV TR L7,
Keywords: food safety, chemicals in food, information

sources

EHARZ, SR O R B RRELEBEFRO
IREB XL ZDREICE L T —MEYBIEIFRZE Bl
IZ—

A LA SEMERR, 49(5), 1-321-322 (2008).
B T OB BENE WA AT D BRICA H 2R o1
WIS AR L, IE LT E RO ITEZICEL T
TR ORI A AR LoD L7z,
Keywords: food safety, food microbiology, information

sources

LS ET
SN1T

A L —, 95, 5.9 (2008)

[ ST SR S B S AR R T 2 A W T, RIS
B E O EVEICB T D IE WA I - fRT - BT
i - BRI 5 2 L 2B L LTS, EHITE

RRREICEELLBEROINE LRHIC
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s LIS S E e Y LIERES E o /&4
THY LR E B 2 PO RET LB RAMEL TV
5. IEWINED EBECOWTRA T 5.

Keywords: food safety, chemicals in food, information

sources

JEREZRIE A BRERBORIEICEHET S ELFY—

h—DRFMHR

A TR, 50, 2151-2154 (2008)

EMC L 2EBRENEROO L DI, KEEEL £
JER ETBRAT 4 =T A V3 Y EFERE(Stevens-
Johnson syndrome) (SJS)M UM #M: 2% B2 5B (toxic epi-
dermal necrolysis) (TEN)23 & 5. SJS/TENIE, FEIE=E Z
FIERNH DD, 80%LL L EIHLNFIERE & B 155
ZEnmenNTEY, BELTHITLZ ENELVEIE
HTds. ARTIE, SISTENOFRIE & BHES 2851
~—H—IZBT D EEOHIE, NS, ENZEZREL AR
AERTERT (ESCEHE) R ERERAY, SIS/TENJE
FEIZBIET 5 N A~ — I — OB AT 5 -1
WG L TIEBIERE S A T AT DWW TR LTz,
Keywords: Stevens-Johnson syndrome, toxic epidermal

necrolysis, HLA-B locus

BERE7RE T EEEERDONA I —h—RRO&H

DEM

75 —n2F—, 108, 1-3 (2008)

TN L2 BEERBIWEH ORIE L BT 251 4~ —
=T BB OB HOWT, REREE A2 SRR &
TDAT 4 —T A V3 Y UJERERE(Stevens-Johnson
syndrome) (SJS)}& ONH F 1Mk 3% JZ 82 3E JiE (toxic epidermal
necrolysis) (TEN)% HU.OMIFEI T L7z L7z,

Keywords: HERIEMH, &{F~—V—, HLA

MR, IR, RRIE—  NAFTAICHTS
EHIEMDIRE
FE 3R 27, 11-18 (2008)
T AV OIS, A AT 2k % FEHIA O
HrELDlbDTHD.
Keywords: bioterrorism, pharmacy, pharmacist, drug, FUMI

theory

Inoue T, Kodama Y: Future alternatives in “3Rs” :
Learning from history.

Alternatives to Animal Testing and Experimentation, 14,
257-260 (2008)

A large decrease in the number of experimental animals

utilized in testing and research was reported in the last

decade (Surveyed by Expt’l Animal Soc."). For rats, the
numbers used in experiments in Japan were 2.09 million
in 1995, 1.53 million in 1998, and 1.24 million in 2001.
Thus, there was a 40% decrease in the number of rats used
from 1995 to 2001. For mice, a larger decrease (58%)
was also observed, from 6.68 million in 1995 to 2.80 mil-
lion in 2001. These decreases were clearly due not only to
the development of 3Rs (i.e., Reduction, Refinement, and
Replacement of animal use) in alternative research, but also
to marked changes in the focus of experimental animal bi-
ology. In the academia, animal experiments using wild-type
mice have decreased in number to a large extent relative
to those using genetically modified mice because of the
mechanistically much reliable outcomes obtained by geneti-
cally modified mice than those from wild-type animals. Yet,
biological safety studies for pharmaceutical development as
well as industrial chemical safety studies utilize conven-
tional toxicological bioassays.

Keywords: Claude Bernard, Bruce N. Ames, Patric O.

Brown

FH L #E: AL <EAZYERROE RS R.

Biophilia, 4, 8-12 (2008)

WorwH < SULFWETEE, © M E G i AT
BREL & ORI E W AERBMREERN LA, Z DO104[H
DWFEDOHDHDH NG, SHROVIEITRD A TND
N i Ny
Keywords: Wi < &L, B TRE, KHERIS

F LEEY, BRAHEE™, Heidel SM™, AFHF0EE", £ H
BRAR™, CH T, I R E, B RS, R,
BIEMEBT oML, FerhscER™, LRHESE, -
N FTEEROREUFMCOVTOEZRS —
ICHAA RS54 ORELICAIFT—.

=35 AL, 40, 80-89 (2009)

ICH S647 14 FT A4 VT2 EEEME LT, 2006
FEDICHBIE K OV I AZFHRITHBNT, WA FTA il
STICET 2Emmn e sz, 2ok, OICH S64 1
FTAVEWETTONE I D, QUG T 2HE & DM
KGL I BN ONWT, BARBRTENZNMRETT 5 Z &
DRED, 20084E6 A ICHEBOMPEREZFHLED, &
STOEGNHB SN FETHD. TOWMEEE L.
Keywords: /A A EIE S OR VRN, ICHS6 K A K
A2, LSS FaY s R

MGES = SETVES S T B R S
2 A

b
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“ Eli Lilly

R

" OMNTAT O N RS PR IR R A b
" BEIE SR R Y

J b BEE ‘AMIRTav oM ORD—
& T&eM] Ol .
RN, 59(3), 5 (2009)
TR TEIE AT DN TR~z
Keywords: FE3Ga, 2ol

Nakae D', Onodera H*z, Fueki 0*2, Urano T*z, Komi-
yama N7, Sagami F™4, Kai S™°, Nishimura C™°, Inoue
T. Points to consider on the non-clinical safety
evaluation of anticancer drugs.

J. Toxicol Sci., 33, 123-6 (2008)

Since malignant tumors are life-threatening, the death
rate from these diseases is high, and existing therapies have
limited effectiveness, it is desired to provide new effective
anticancer drugs to tumor patients sooner. However, there
is no guideline regarding non-clinical safety studies on the
development of anticancer drugs required for the first in
human clinical trials and for the approval applications in
Japan. Then, the Ministry of Health, Labour and Welfare
(MHLW) established the collaboration group including
regulatory, academic and industrial scientists to prepare the
guideline on the non-clinical safety evaluation of anticancer
drugs in 2004. As a guide for basic concept of non-clinical
safety studies on anticancer drugs, the “Points to Consider”
document was prepared by this group in 2007.

Keywords: Anticancer drugs, First in human clinical trial,

Approval application

*1 Tokyo Metropolitan Institute of Public Health

*2 Pharmaceuticals and Medical Devices Agency

*3 Non-clinical Evaluation Subcommittee, Drug Evaluation
Committee, Japan Pharmaceutical Manufacturers Associa-
tion

*4 Eisai Co., Ltd.

*5 Bristol-Myers K.K.

*6 Nippon Kayaku Co., Ltd.

Nakazawa T*l, Kurokawa M*l, Kimura K*l, Wakata A*',
Hisada S™, Inoue T, Sagami F"!, Heidel SM™, Kawaka-
mi K, Shinoda K™, Onodera H*4, Kumagai Y*S, Ohno Y,
Kawamura N, Yamazaki T”, Inoue T : Safety assess-
ment of biopharmaceuticals: Japanese perspective

on ICH S6 guideline maintenance.

J. Toxicol Sci., 33, 277-82 (2008)

Safety assessment of biopharmaceuticals in preclinical
studies is guided by the ICH S6 guideline issued in 1997.
Along with enormous experiences and knowledge on safety
assessment of some classes of biopharmaceuticals over the
last decade, the necessity and feasibility of updating the
guideline has been discussed. According to a recommenda-
tion by safety experts at the ICH meeting in Chicago in
2006, regional discussions of ICH S6 were held in the
USA, EU and Japan. The meeting to clarify the values,
challenges and recommendations for ICH S6 from Japanese
perspective was held as a part of the first Drug Evaluation
Forum in Tokyo on August 10, 2007. Of utmost impor-
tance, the “case-by-case” approach must be preserved as
the basic principle of the ICH S6 guideline. It is our opin-
ion that oligonucleotides, siRNA, aptamers and related mol-
ecules should be excluded from ICH S6 and may be more
appropriate for separate guidance. However, based on ex-
periences and accumulated knowledge, there are a number
of issues that can be updated including new types of bio-
pharmaceuticals such as bioconjugates, use of homologous
proteins and transgenic animals, reproductive/developmental
toxicity studies in non-human primates, in vitro cardiac ion
channel assay and alternative approaches for carcinogenicity
assessment. Preliminary recommendations for some of these
topics were outlined at the meeting. The overall Japanese
recommendation is that the ICH S6 guideline should be up-
dated to address these topics.

Keywords: ICH S6 guideline, Biopharmaceutical, Safety as-

sessment
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Hirabayashi, Y., and Inoue, T.: Aryl hydrocarbon
receptor biology and xenobiotic responses in he-
matopoietic progenitor cells

Biochem Pharmacol , 77, 521-535 (2009).

Aryl hydrocarbon receptor (AhR)D A= ¥k HEIZ DWW T,
INETICHLMNTLTEMMAEZ, (1) AhRD o1t
{BIC 7= L7 1%E], (2) ARROD ¥ i piff B2 A0 oD i e =) 24
HIEN 3 25%E], ROG)ZORMWHAFERO ETok
FIDO3FUITEHI L TE & DT,

Keywords: Aryl hydrocarbon receptor, Hematopoietic stem/

progenitor cells, Gompertzean expression

Nakajima, M.,
K.” and Yamamoto, M.”: Developmental toxicity of

Usami, M., Nakazawa, K., Arishima,

indium: Embryotoxicity and teratogenicity in ex-

perimental animals

Congenit Anom (Kyoto), 48, 145-150 (2008)

Indium, a precious metal classified in group 13 (IIIB) in
the periodic table, has been used increasingly in the semi-
conductor industry. Because indium is a rare metal, technol-
ogy for indium recycling from transparent conducting films
for liquid crystal displays is desired, and its safety evalua-
tion is becoming increasingly necessary. The developmental
toxicity of indium in experimental animals was summa-
rized. The intravenous or oral administration of indium to
pregnant animals causes growth inhibition and the death
of embryos in hamsters, rats, and mice. The intravenous
administration of indium to pregnant animals causes embry-

onic or fetal malformation, mainly involving digit and tail

deformities, in hamsters and rats. The oral administration of
indium also induces fetal malformation in rats and rabbits,
but requires higher doses. No teratogenicity has been ob-
served in mice. Caudal hypoplasia, probably due to exces-
sive cell loss by increased apoptosis in the tailbud, in the
early postimplantation stage was considered to account for
indium-induced tail malformation as a possible pathogenetic
mechanism. Findings from in vitro experiments indicated
that the embryotoxicity of indium could have direct effects
on the conceptuses. Toxicokinetic studies showed that the
embryonic exposure concentration was more critical than
the exposure time regarding the embryotoxicity of indium.
It is considered from these findings that the risk of the
developmental toxicity of indium in humans is low, unless
an accidentally high level of exposure or unknown toxic in-
teraction occurs because of possible human exposure routes
and levels (i.e. oral, very low-level exposure).

Keywords: embryotoxicity, indium, mechanisms, species

differences, teratogenicity, toxicokinetics
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7yl T, 44, 857-861 (2008)

(4 > %3 Je OVEBIZ B9 D 154 ) 2320064£6 H 12
AT S 4L, I, TEBREMW O & O E IE N
JEOBIRICET 2 K] NREA LV ERShZ. 2
DIEARW) 725 %2 J71%, 3Rs (Reduction: FERE) 4 O HIJ,
Refinement: £ 5 &) D & O #EJ8, Replacement: R )
POEESHZ) OMETHDH. I D3RsDH T Refine-
mentiZOVWTIE, EBREBMOBR AR - FMEE LT, ¥4
RN DEF I L DREFE AT AN EARTE L LDOD
H5.

—77, HIBCPBHLD 7= DI AV 5 3RERIEN AR 72383
EZTDHOE, N T v a yREMEICLDE =
FRHIALETH D, ZOmE ROz, 2005
EAICEN EES M EAEET 2R AR R
Jet v 2 —NICHTABIERFf =SB L S vfe. 2 O
B DOILEI A JaCVAM  (Japanese Center for the Valida-
tion of Alternative Methods) & .55, JaCVAMIE H &

1T 2 3RsDRMECEN ) FBR LI B3 2 E B i
0)7’: WZIEEH LT D
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20064F- 7> & i 1T & 4L 72REACH (Registration, Evalua-
tion and Authorisation of CHemicals) &%, 9 TIZEUT
BT LTV D KI3H DAL E B K O L B
WCBL, ToRE - AZIT ) FEET, ToREM
TR EERNA, BETDHIENEBE T LD
EERTOLOTHDH. ZOLEMEOFFMICITE YR
RBEORENFmDONTEY, fx ORBRIEICBNT,
REACH® 7= 6b DERIE 23R HAL TV D
Keywords: REACH, {b5HE, EWERAZE

N B BMIREREIEICET 5200850 EEEIR

Fragrance Journal, 2009-1, 65-69 (2009)

JaCVAM (Japanese Center for the Validation of Alterna-
tive Methods)® — B & L CTEBEM 22 RS 22
A, Bh¥ LB D3Rs (Reduction, Refinement, Replace-
ment) D95, EPERRKIEICHET 2 EEREE®RE AT
LR WVABIcW Y. 22T, HROMBRY Tlxdb b
23, 20084E DB FEERARIEICBE T 5 EHEER R B mIZ o
WTE LD TR,
Keywords: B EBRAREE, NYF—3 3, 3Rs

INE EE BRBRABEORRERE

J.Environ Dermatol Cutan Allergol, 3, 1-6 (2009)

() D ZH R OVEBRIC BT 2158 5320064F6 7 12
FEAT S, E 51T, THEBREM O fHE K OMRE I QN5
FOBRBICET M) PREA LV ERENE. 2
DFEAR 2% 2 551%, 3Rs (Reduction: FZERE 4 O i1,
Refinement: 32 5% B #) O W% O #% 8, Replacement: 32 57 &)
MoOBEEHZ) OMETHS. LinL, HEEEBRIZH

DRBIEORESLOIZ DI AN T — v a U ROF=H1C
ROFHEALETHD. Zoffima RizF7-ols, E
SRR BRI & —
P TR AR BR B Rl =B 232005411 H IZ@ L S vz, =

DY O i B % JaCVAM  (Japanese for the
Validation of ~Alternative Methods) & FECY, 1) HiflZE
TR BEAARRBRE O YGETRBRIE ORI B L A El, 2)
Bl E T I B RBRIE OUGTRBRIEANY T —2 a 0
#, 3) 3RsOERK, 4) EEHALHEEL TWD.

AREOHTIE, JaCVAMMTT > TW % B atEIc B3
DN ONONY T — a3 UIFRB LI OEMFEICELDE
= A E & DTz,
Keywords: 47 BT,
X D5 =T
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N BRBROIRSICEITZERNN DB
WRVE P BE e v 2 — )i, 7, 37-50 (2009)

() D ZH R OVEBRIC BT 2158 5320064F6 7 12
FEAT S, 51T, THEBREM O 8 K OMRE I N5
I D BRI Fa'?]?‘éﬁﬁj DERELA L VERINT. 2
DIEARM 725 2771, 3Rs (Reduction: R B D Il K,
Refinement: 52 5% B4 O W% O #% 8, Replacement: 32 5k &)
MOBEHZ) OMETHD. ZD3RsDH T HRefine-
ment{ZDOWTIE, EBREWOH AR - FHMEE LT, 4
BN OB IC L DBV AT AP HAARTE . LoD
»5.

=77, HEPEEHZ DI
WIEEZ T 5729
LEZHEMPLETHD.
2005411 B I SL IR S & an i AEWF IR T et
AERAFSE & & — NI ETHRBRIE I == 233 S S Tz
ZOMEZF.L L LITEE) 2JaCVAM  (Japanese Center
for the Validation of Alternative Methods) & FE 5. JaC-
VAMIZ A ARIZH1T 2 3RsDAEHE B 4 TR AR A I B9
2 EBE RO 7= DITEBI L T 5.

Keywords: B FBRAERE,
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PE)IRKEE - REMERICE T SGLPORRK

Histo-Logic Japan, 36, 18-21 (2008)

Good Laboratory Practice (GLP)i% [ 1IEEBRHH <
ME BB ENE) 7o & EHIRS N TV DEENZ VN,
[EIEROEBEEIZOWT, BATTIE LRI T 5
FEEG IR FRER O SEHE D FHEIZ BT~ 24 5 (GLPA HHIT R &
NI LERSINTCND. ZOMOLEWE, &
3K, B HEIEL B OSBRI IZ b GLP O H %4
DEERATND. 2O XS I b B ORI BT
5 IEMRRR(L 2R T — & OWmE L EEME % i
TOLOOMEEHE WERFEO S AT LE LT, V7
k&n— Rl owrﬁﬁ%tﬁﬁ%ﬁ@t%®ﬁmmf
b5, EHELHAREFEICBNT, ZeMRERITEE %S
Rl T 720, GLP%J@?H LCHEMET S Z & MNEHET
EDHITEY, GLPOBEIZHE > THEM S Lol %
GLP3# FHRER & MRS, ARRFLTIL, LA TFGLPOREESE,
ERBIOH2PERICOWCRE L.
keywords: GLP, f/}i PEEER, SWE, EHEME

Nohmi,

Masumura, K., Honma, M., and Fukushima, S.":

T., Toyoda-Hokaiwado, N., Yamada, M.,
Meet-
ing report “International Symposium on Geno-
toxic and Carcinogenic Thresholds”
Genes and Environ., 30, 101-107 (2008)
To discuss the low dose effects of genotoxic and carcino-
genic compounds and the implication in regulatory sciences,

International Symposium on Genotoxic and Carcinogenic
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Thresholds has been held in Tokyo on July 22 and 23,
2008. Since the topic is related to multi expert area, 21
scientists including five oversea speakers were invited from
various scientific fields such as genotoxicology, chemical
pathology, radiation biology, analytical chemistry, statistics
and drug metabolism. Administrative officials and a repre-
sentative of consumers were also invited. We summarize
the presentations to further discuss future perspectives in
the threshold issue of genotoxic and carcinogenic com-
pounds.

Keywords: threshold, genotoxicity, carcinogenicity

THRAAL AT A B F—

Nohmi, T.: Possible mechanisms of practical

thresholds for genotoxicity

Genes and Environ., 30, 108-113 (2008)

Humans possess a number of defense mechanisms such
as metabolic inactivation, DNA repair, error-free transle-
sion DNA synthesis and so on. These mechanisms may
constitute practical thresholds for genotoxicity. Error-free
translesion DNA synthesis is a process where DNA poly-
merases bypass lesions in DNA by insertion of correct
bases opposite the lesion and continue replication of whole
chromosomes. These mechanisms might have been evolved
because organisms from bacteria to humans are exposed to
endogenous as well as exogenous genotoxic compounds. In
fact, levels of spontaneous mutagenesis are strongly influ-
enced by ability of DNA repair and translesion DNA syn-
thesis of the host cells. Here, I show evidence that DNA
repair and translesion DNA synthesis play roles in practical
genotoxic thresholds in Sa/monelia typhimurium used for
bacterial mutation assays, and discuss future directions of
the research on genotoxic thresholds in vivo.

Keywords: genotoxic thresholds, DNA repair, translesion
DNA synthesis

ARIES : BEEEYEICEERH 00 ?

77 =7, 45, 143-148 (2009)
BHOEEMIIR LT, Z< OERPELEFETH
240, BEBESCEMBNMYEORLTIZEEN DM
BEOFWEOZRENMEE o TS, £ ok
WEOBRME, /R A7 2T 556, Eian, £
RERORFZEDN D, LA F CThHIUZREFEN A by
Loyb, T 2bbBEAD D HABRKSET ABANS
NTETZ. TR XY — HIEEGFA & (Acceptable Daily
Intake; ADDZEDDHZ LN TE D, LoLRBEL, £0

CFEWEOFD AR L 720, & HICTRIEEENTE
HOHNDERLOMNTHD. MOEME L B2 EinENt
WZIEEEA N E SN TWD T, BlREZ eI Ly
WERY, RV X7 B2 b0 & OFRBE) B ADI
ERETDHIENTERY., ZZICEEBEHEERSAYY
DIV AV EBORERN S 5.

Keywords: B84, Bff, Virtual safety dose (VSD)

Masumura, K. and Nohmi, T.: Spontaneous muta-

genesis in rodents: spontaneous gene mutations

identified by neutral reporter genes in gpt¢ delta
transgenic mice and rats

Journal of Health Science, 55, 40-49 (2009)

We have developed gpr delta transgenic mice (C57BL/6J
background) and rats (Sprague-Dawley, SD and F344),
which have the ability to identify both point mutations by
the gpr assay and certain types of deletions by the Spi’
assay. The average spontancous gpf mutation frequencies
(MFs) are about 4.5 X 10° in both SD and F344 gpt delta
rats as well as in gpt delta mice. The G:C to A:T transi-
tions at 5°-CpG-3’sites and G:C to T:A transversions are
the predominant spontaneous gpf mutations in rats and
mice. However, there is one false mutation (e.g. A:T to T:A
at position 299) in the rats. The base substitution may have
arisen when the lambda EG10 transgene was introduced
into the rat genome during transgenesis. In the Spi~ assay,
1 bp deletions in repetitive sequences are predominantly
observed in both mice and rats. Possible mechanisms un-
derlying the spontaneous mutations in gp¢ delta rodents are
discussed.

Keywords: gpt delta transgenic mouse and rat, gpt assay,

Spi assay
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A AR A S, 63, 739-745 (2008)

As described before in the first Frontier Report of this
series, there are two types of nanoparticles to be considered
in hygiene science; One is the environmental nanoparticle
emitted from automobiles and the other is the manufactured
nanoparticle.  In general nanoparticles (less than 100
nm) are reported to be permeable through cell membrane
and tissues and their large surface area is responsible for
the greater toxicity compared to larger particles. How-
ever, there are contradictory reports on the health effects of

nanoparticles. Recent reports suggest that carbon nano-
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tubes, fiber-shaped biopersistent nanoparticles, resemble as-
bestos in the pathogenesis of granuloma and mesothelioma.
As such we summarize health effects of environmental and
manufactured nanoparticles in the literature so far including
our studies, in this report.

Keywords: environmental nanoparticle, manufactured nano-

particle, dose metric
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BREIEROGE - AT, TOREGRICE
WTRERE / ~—, i, WAL JFCER & 5 WIERIE
R TA L 20 7 ELTEE AL WE D BENIC
FIEL, HEAFIEIC L > TUEZE OB BSEFIET L,
HTea BDEIRT HAREMERHD EEZXBND. ZhHDOY
B ORI DR e A IR T 572 0Ii2iE, FAE
HFIZITETOWEIZ OV TZORIEDOR S Z7Hii§ 5 &
LICEBEOBRMELREL, TORKEIT) ZLI2&->
THRFBGCENMN 21T 5, LERBEIEEOREZIT O
ZEBRRDBND. Linl, BTOWEICHOWT,
S AT 5 2 L IXBUEMICAR R TH 51Eh, M
TERECHAR 9 5 R dh DRFMEZR 1S T TE M E O & dh
~OWHEIIRA BT D720, SRR o L 512
WINEZ FZ LRI NEETH 5. 20z, Bk
B SR T, Zh o OB L EESE RN Tk
L LT, BRMINED S OBLFIE ORI EIZIESWT
HEERFBRARD, ZHIUCTHIE Lo BHRBRER 2 25K
LZOFHE 1T > TV D, F72, BRIERROZDITIE,
FOFHHITESWTHEATE 2E /) ~v—, BIMFIHFEOR
VT4 TV ARNERELTHIEL TS, —J7, TrE
BT, ERMEIEoATEELTNLDORY
T4 T YA PTHIETOATNDS., ZhbDZeaE
BL, Foxld, monfERFHEEINITIEE LT, FaEI
BT DA & B LT S5 B IE R B - A
AT HRT DAL E DREFC B L LT D 2o DA
A RT7A VROWREHEIT o7z, AR CILRFIC T IERALE
DER72Z Z FIZON TR T 5.
Keywords: Food contact use, plastics, Toxicological Thresh-

old of Concern

Matsumoto, M., Hirose, A. and Ema, M.: Review of
testicular toxicity of dinitrophenolic compounds,
2-sec-butyl-4,6-dinitrophenol, 4,6-dinitro-o-cresol
and 2,4-dinitrophenol

Reprod. Toxicol., 26, 185-190 (2008)

The present review paper summarizes the data avail-
able in the literature concerning dinitrophenolic compounds
and evaluates male reproductive toxicity in experimental
animals. Gavage and feeding doses of 2-sec-butyl-4,6-
dinitrophenol (dinoseb; CAS No. 88-85-7) manifested
testicular toxicity, and 4,6-dinitro-o-cresol (DNOC; CAS
No. 534-52-1) showed similar but weaker testicular toxic-
ity in laboratory animals. Consecutive doses of dinoseb
and DNOC by gavage seemed to induce spermatotoxicity
by disturbing spermiogenesis or the maturation process of
sperm in the epididymis, and the most probable target cells
of spermatotoxicity were thought to be testicular spermatids
in rats. Prolonged exposure to dinoseb and DNOC in the
diet also induced testicular toxicity in rats. However, the
feeding dose of dinoseb irreversibly affected the early stage
of spermatogenesis and produced infertility in rats. On the
other hand, 2,4-dinitrophenol (DNP; CAS No. 51-28-5) did
not show testicular toxicity in laboratory animals according
to available literature. Further studies in laboratory animals
with nitrophenolic compounds are required for clarification
of their testicular toxicity and for risk assessment in hu-
mans.

Keywords: Dinitrophenolic compounds, Testicular toxicity,

Humans

Matsumoto, M., Poncipe, C. " and Ema, M.: Review of
developmental toxicity of nitrophenolic herbicide
dinoseb, 2-sec-butyl-4,6-dinitrophenol

Reprod. Toxicol., 25, 327-334 (2008)

The present review paper summarizes the data available
in the literature concerning prenatal exposure to dinoseb
(2-sec-butyl-4,6-dinitrophenol; CAS No. 88-85-7), evaluat-
ing reported developmental toxicity in experimental animals.
In particular, we have focused on the variable factors in the
manifestation of the developmental toxicity of dinoseb. In
this review, we showed that developmental toxicity of dino-
seb was remarkably different between animal species used
in experiments. Teratogenicity was detected in rats fed a
diet containing dinoseb, in mice given dinoseb by gavage,
intraperitoneally or subcutaneously, and in rabbits given
dinoseb by gavage or dermally. Teratogenicity in rats given
dinoseb by gavage was influenced by the dietary composi-
tion used in the experiments. We postulated that evaluation
of the developmental toxicity after exposure by anticipated
routes of human exposure would be important for risk as-

sessment in humans.
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Keywords: 2,4-Dinitrophenol, Risk Assessment, Species
Specificity
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WL R O RN A O 2 | 5.

Keywords: OECD, HPV, SIDS Initial Assessment Meeting
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5526181 OOECD = 4 PE Ak 27 1 B 1) 191 3 Aff = 7 703,
20084E4 H16-18HIC7 T > AD /8 ) TR SN, 2
DK TIEFR24WE O HPRHG SCE ISV THFRE S 1,
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sulfite (CAS:7757-83-7) DOYIHIEHMiSCH 242 H L A&
ol ARTIE, H20EIHEHE SO RN A D
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