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TN~ T 42, 812-816 (2006)
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Keywords : Fluorescent probe, caspase, cellular injury
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R L KRR, 325, 6-7 (2006)

IAHERBR IR OBEMAE & LT, BB O R IS E
ZHY B, FORKITIEDE NN, IHEE DA LS
DRI ST LT,

PEEE—  TEILT 7 REGEOEEEEFRALEESE

& & Z DA

%R, 81, 36-39 (2006)

BHEME DT T ZARBE L H T AR IS 5 R —
BEELT, FIRAREBEEA LZZ VT BERY R Y —
ARG O L EA & RN R IR S ORI OV,
FERERORENE LGB AL 5 & &b, dEm ElZm
U T R RTAT A & R A LT

FEEE— WHFETET BT S
IEFRIDHEE B RIS IRERE RO A
IRIBAY T %255, 52, 21-24 (2006)

RS AR E SR A o0 SR B B A MR X O TE
Koy E7e EMPERHME & LT, RSN OYERUR S &
NI SRR I E 12 O W TR AT & Bl Lo+
D e e b, ®ARRE E TREFHICBT 2IEHIZONT
B LT,

Yoshioka,S.,Aso, Y. : Correlations between Molecu-
lar Mobility and Chemical Stability during Stor-
age of Amorphous Pharmaceuticals

J. Pharm. Sci., 96, 960-981 (2007)

The purpose of this article is to review literature describ-

ing the effect of molecular mobility on chemical stability

during storage of amorphous pharmaceuticals, and to seek
a better understanding of the relative significance of mo-
lecular mobility and other factors for chemical reactivity.
The following summary has been obtained; the chemical
stability of amorphous pharmaceuticals is affected by global
mobility and/or local mobility, depending on the length
scale of molecular mobility responsible for the chemical
reactivity. In some cases, when activation energy for deg-
radation processes is high and when other factors such as
the specific effects of water and/or excipients contribute the
degradation rate, stability seems to be largely independent
of molecular mobility.

Key words : chemical stability, solid-state stability, glass

transition, molecular mobility.

H T, PE=S, I il kS REFRROR
WICE /A RERMFIORREICEET A5
EIRMAFTE, 38, 228-234, (2007)

AASER AR OVEROINZ RS 2 Rt 12>
W, ZORBRIER K UM 2 @ 4 FIRINANC SR
ZHTTHELEL, BAKRBAREREZ NS5k
OHFEMMEE R LI

Key words : Japanese Pharmacopoeia, Excipient
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PHARM TECH JAPAN, 22 (9), 1671-1673 (2006)
f3E 7 1 225 HPAT (Process Analytical Technol-
ogy) DEMNZHOWTEMEIT>72. RO T mEANY
T — 3 3 VICPAT &AL 2 & 1T X0 kRS 72 S 1)
b, e ROBEENES, L0 BN TREHENATRE
LB, VAT AL TUIERDRFABMLETH D
LEZoND.
Keywords : process analytical technology, process control,

process validation

TR ()

2 BRI ()
STy — ()
“OEEE ()
SR Rvry s
T AT T ARIE ()
T TREE TR ()




Kt

274

i

T W % 125 5 (2007)
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PHARMA TECH JAPAN, 22, 1661-1665 (2006)
R LROEBRE N AL ST 5 2 Lnmbh
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a8 A IR O e DRk 2 W < DR L, Sl
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bz, ERINHETIZ DK OFTERENE D D 2
LRSS, ZOBEMERE D L ICHELAEET
WVESLT, WHOBNLEBE LT
Key words : Process analytical technology, Dissolution rate,
Granule manufacturing process, Near infrared spectroscopy
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FagkyERNT, SO, BOARMBE, SRS, gk
FRM, B WO, BARELNC, MLATHE : PATO
HORHTEDFBEM

PHARMA TECH JAPAN, 22, 1667-1669 (2006)
WFFEBRR BB & D W IT I O RGBS C LR E =X U
YT HOGHTY =l LTREBITHOD BTV DR
SOy TE (NIREE) ZHED LF, BEEIC#ER DHPLCE
LB L, PATE=X U L 7 Db OSTFiEL LTE
D E I HWGRMRCMEEE EO X IcEET T L v
MRS L7z, £V TAEA LYY —2ADBLENS, LT
BE=F U IV RDFHEERRD BN D T3k
FEEE) 122 WTHY B, Bfha T 7200 [RRT
PA U] IZONTHELELE.
Keywords : PAT, HPLC, NIR, Analytical Method
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PHARM TECH JAPAN, 22 (11), 2043-2049 (2006)
IR IEEFIHA LTCBA A= TV AT A
13, R TH D EERAORREZ 73 F L~ Tfif
W SRS D720, ZivE THREARHTH - 2REFR
TRORNESLZMIATE D ARENDH D, H LWERKL
wEh, WHEEHFEE LTHERSATRS. £ 2 TilR
A A—=D 2 7Y AT LAOEEGFHI~DIEHIZ SN T
R 2T 7. ZORR, ERGHORBHTIZIIPLSPCA
R EDZERMHTHAEHTHY, SEXOILFRIR R A
BRREANIRET 5 Z BB Th o7, 5%, ERIA
AT T VAT ADT=F a2 ) Z LItk o TH LW
ERLLEEANAREE RS EEZEIDND.
Keywords : near-infrared imaging, evaluation method, ch-

emometric
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PDA Journal of GMP and Validation in Japan, 8, 39-46

(2006)

ICH BV AT ~FXTPAVTALRTA4 2 (Q9) @
20034 LUK, BANTE Dism ORI & T 5 & & Hig,
A RIALORM - MR A L. QOBH BT
BRTAIH SRV, MOICHERES A R T4
DFEATICBNT, XATBTSORE D RME L 70 2 BHER
BB 21X 2 LR EN B,

Key words : ICH guideline, Risk management
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7y~ T, 43 (4), 337-342 (2007)

2= K L L E B An 238 (ICH : International Congress
of Harmonization) |28V, Hir%zh vz AR 4
KZ42 (Q8), BV RIT~wRT AL~ (Q9) DM -
BRI 5. Q8OMAIT AN, A, TAIAY,
A, ShE RO, Aok Ok, MAEDT
HOBLE D B TR, RIRRP RO R A B & @
AT, HFETHSN—VEMRICEL DO TVND.
X, FQbD (Quality by Design) ), [F A > 22— =]
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AR, A, kR e R, VAT R VAL
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B NhERL, ZFHITHEGEL, {TBOKD Y 289
T DRI ZMEL TN 2 EERHER LTV 5.
Keyword : ICH guideline, Pharmaceutical development,

Risk management
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EO<KFzv o U RNDMES

PHARMA TECH JAPAN, 23, 773-785 (2007)

JEAE TR TE (TE OB J7 8 K OV A T O
78) BE: LUT [#F9EEE) &9 5.) TIE, PERE15~174F
BE D3R, BRIEHKEEICHES < GMPHEA MR ICE T
DHFFREATV, ERITEEORRE L LT, VAT LEE
il B D LN FLE L GMPELE CTORLIHBE 2T T VAT A
TEIIRELET =y 7 VA NERE LT

VAT AL FERFEMERZE O HIEIR O D KA
TE5.

F—oH®  WET O EEROMERIEERET S Z
LEHMNE LEEHESS T AT A (WEV AT L)
OBGEFT~OEAN LIER AT Z L.

BZOBRN : Fxv 7 A NOERICK 2GMPEA M
FEEZDRILTDHL., F2v 7 UAMORBICELT
X, GMPEAMERHAICE L T2 & BHIEEEY At
DORBAEATH L EFHFOZ L.

ZOGMPHEAMHREZDF = v 7 U A MR LT E
DFEMEL 2DV T VAT AOPEIZ OV TR T D
Keyword : GMP inspection, System based inspection
TR xR
Ty —<wHh—b RS av
COUNBPERE TEE (BR)

"t BREIE ()

TP, MILATRE, RRTRT, RN BT, ik
AR, REEATERS, e RFH, W L7,
%S, L®ERICH QYT V=405 - Ry Y
-5

PHARMA TECH JAPAN, 23, 805-842 (2007)

ICH Q944 K74 1%, EELHOBEFBHIZBWT,
peke, Wi o RN, BIOFEHIZ LV EH STy
VR RX YA MZESLS T 7 e —F 2 i
LB ESEICL VRIS R LE D SIIREEENH
5. LILEnD, A4 RT7A4VRILOHTIEEFEAR
RIZRD I ENRBEEINTZ. £ZT, AT v 7 42E8E
L7 20054F 11H O v I8 ICBW T, Bl R
BEBEOF 2 MBIV AT~ KA WA KTA v
EHEL TN ZEEBENELT, MHEHAZA K
(ICH Q9 Briefing Pack) #{ERT 2 Z & NRE STz,

ICH Q9 EWG A > _R—%Hul b LI23EAX T V—T7 T
FtL, 20064 8H1IZ ICHAR Y = 7 ¥ A MIBH L.
HARTHEE, ICHQIZ U —7 4> « Xy FliRF— A
KO F— L=/ LT, FRk194 1 H KIZ Briefing
PackZ 42aR L, BEIEMEREIESHEEO AKX — 2L
NR=VIBH L. ZLTC, 2O, ZOXTA Rofi
MEEFITTHERNE o7

Keyword : ICH guideline, Risk management
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FRIREEAT, 34, 571-594 (2007)
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RO RIS 2 HA4 L A Th 5.
WERICHEESND TRER) I8\ T, BERBIRE O
By CERAT REEERRT VA v L ZOBRMIZONT
i, HKRBR MR S 3EEpIc S, THRARR
DO—fEFEEF IRENTEZ. L LA H, BCKEHRY
RTIE, FfESHCRT T THARER) L0 balo, Fik
REAZE DM T, TERDE I HRRUBEOBEE 2 ED S
NEGA O ERIRT S Z L2 IS, b MEBRE
WL L CRIOBERN KRB ZT 2 BOB 2 50
REINTWVD. Z0 kD REERRRE, REHTIEL TH
HIRRIEEIR R EERTD.

TR RAEERRR ) 1L, U TFOZ 204 A 7Tk
BTED.
CHEEERALBER LRI LRV E B DD ED
ERLamE e NS5 35 w4 7 v F—XEER
B (ARG RRER O 1 4)

< SEEERIIRBT 52, W L2V LUV E TR
HEZHARSEDLN, WERBOE TR L 0K



276 SE fi

T W % 125 5 (2007)

BT S D BRI (FIIERSR AR R O TTRY)
W ORBR G, BAEMEE CHALT 2 0ERM D 144
B E B2y, PEREICEMEN RS D ATREME AR D
Thpniha, RUOERGEZICE > T, BAtay
DI ENRE A F T2 13T ARIREAM 24TV, RO BEZE
BB DA MBS 2 2 L2 A E T 5.
Keyword : Microdose clinical studies, Exploratory clinical
studies
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Yamaguchi, T. and Uchida, E. : Regulatory aspects of

oncolytic virus products

Current Cancer Drug Targets, 7, 203-208 (2007)
Many types of oncolytic viruses, wild-type virus, attenuated
viruses and genetically-modified viruses, have been devel-
oped as an innovative cancer therapy. The strategies, nature,
and technologies of oncolytic virus products are different
from the conventional gene therapy products or cancer
therapy products. From the regulatory aspects to ensure the
safety, efficacy and quality of oncolytic viruses, there are
several major points during the development, manufactur-
ing, characterization non-clinical study and clinical study of
oncolytic viruses. The major issues include 1) virus design
(wild-type, attenuated, and genetically engineered strains) ,

2) poof of concept in development of oncolytic virus

products, 3) selectivity of oncolytic virus replication and
targeting to cancer cells, 4) relevant animal models in non-
clinical studies, 5) clinical safety, 6) evaluation of virus
shedding. Until now, the accumulation of the information
about oncolytic viruses is not enough, it may require the
unique approach to ensure the safety and the development
of new technology to characterize oncolytic viruses.

Keywords : gene therapy, cancer therapy, replicating virus

(L 1 B 3% : Gene Therapy Discussion Group® Ej[a

IZDWT

EIEMMFSE, 38, 50-59 (2007)

BARFRREE, FEELAOPICETEL T,
ICHIZB W T HDEWGE RARDMY M % LTV D
AfTIE, ZNETEBFEREMESHE TITbLT
ETAEENT DWW TR 2 & T, BRRSSETIY ki
723007 —<IZHOWTHIREL L7z, — s B, #iol
BAIERIZET 2R DERIZOWT, #HMikS#E OlE
L7z, @mliclenbifonsd. AL Z0EE
FIAM B M ZE 2 CHlm it TV 2 BIEZE (Consider-
ations) IZ2WTC. HHESFETIZZ O BB HIREAEIK
SO AT R I OB LIRVMBIE D A7 Zi/NZT 5
7HONE) RMREODf3D#RE1T 72, =R,
BEFRROGEMESFETEHHERY LT 5 EFEICS
WT. MESE TS BROMEIZ >V THEWL, A7T7 Y
VT AT LWL ODOEERE L, THERES.
Keywords : Gene Therapy, ICH, germ line integration
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Yakugaku Zasshi, 127, 839-840 (2007)

UTAFR B0 B8 OMET e MBI ARARA I R 38 0 - R
DRZAEMERAH MMFHEICET 235 Ly RO T L& T
7o, FARALARR I IR - EEREE R OPATE 2 MY B < B
BEe gl B 72 1o TR L7z
Keywords : cell therapy, regenerative medicine, tissue en-

gineering
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Ty =T, 42, 357-360 (2006)
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=TT, ARME, Zett, WHE, ROBERE
BOITHREICE LR M Thi. AT, BEh
FHMFESHBNICHARY —2 v a v 7 LCHfELT:
BRI A N AT — 7 v a v T OEE, T
TIRPERO AR I ~DIEEY 2 7 Of/MEICET
HICHRAE (%) ) AR DT O & I Z OIFENC
DTS LT,

Keywords : Gene Therapy, ICH, oncolytic virus
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K5, 57, 89-95 (2006)

AW R B R O EEMSRERTIE, CAREM
NTF PR KOS 2R OB RIS, B O %S
F OB #E A B ICOWTOWEFEEELIToTE 2. &
FIUSIE B ARG (HUR) F—B, 5 iBma Rt
T, BTHRGERAERY (TI)R) IZELET, Fl
WA B IX8MM E, WIEIFIME Thote. TNHD O b,
FAHIUELIE AR 55— B (HIUR5H B4 T3
B Y F—2 L LTIH) AHHNE S . Bk
IEAAEIG L5 M (TR B TiE, A%y
Moy, BT RT =PRSS TOND L L DI,
RV RV, W)Y T8, Ay T vy
HEHE, ~RU R DL, ~RY o U DA
K, MiEPEMEARANE A VR L, S S PR AR s
NE L (FIUJR S B TR YEPE IR R R V' v &
U CUNER), S BRI R e o (FIURH
OB TS AR AR E P IR A LR v & LTI
DYIENTT DT,

Keywords : pharmacopeia, biologicals, protein/peptide

products

FRME, FE E, HmEE, BEaET I,
BIZERT : MEFEBREIORKLBE
=3 AAF%E, 37, 641-670 (2006)
INETHABONIMAEREREL LT, ¥ 30K
HN 2 T pE, BEFER, MBREEIY B,
ZTOBURK A HOEE & BT, W& FrARE ORI
ST HEAICIEAR L 72 5 B RE DLW R T 1k
AR B Al O F1 AW TR L 7.
Keywords : B T-1a%, MAdla%, VEGF
THETEANE 22—~ YA = R R R
RRSTAT BN S SRR A O

#rAABE : Follow-on Biologics 7—% < 3w 7" (Fol-
low-on 7=ABERAIOFELUEOFMEICH (T 2HFH
FRER) ORE

=3 AAFZE, 37, 526-540 (2006)

20054F12H12~I4B KE T Vv 7 VT U v D
—a—3F—7~ VYA v hTHE I 7follow-on biologic
WO 2 B MEE P L e Lty —2
T a v TORNFICONT, Z ™7 ORI &2
1T 2 72D D EARHY) 2 55T IER KOV X7 B O & 1
RRIZET 2B 2 e i 2 PO s Lz,

Keywords : JAEIME, THRRLES, &G

Kawasaki, N., Itoh, S. and Kawanishi, T. : LC/MS
strategies in the characterization of glycoproteins.
Encyclopedia of mass spectrometry, 8, 923-930 (2006)
LC/MS%Z ATl 2 o 73 7 B OFEBERATIEIZ DOV T,
b MBI AR V| v A FRAT U 72 1 2 O TR
L7z,
Keywords : LC/MS/MS, #f% L /)78, b bikEMEMER
FE AN E

JIEEFF, NWHERT, =HEs  BO&F AT

LEMNITENSDHMD FH7E

Pharm. Tech. Japan, 23, 81-87 (2007)

G R RE A AR 2 AEMIEAE D AT L TdH 2% [-mab)
KON T-cept) 122WT, %Y 3 HINNK OVANILH & H
ZENTEY BT 7R3 bR L7z,

Keywords : A7 A, INN, JAN
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Pharm. Tech. Japan, 23, 101-109 (2007)

R T E O TREE#EALE L EZRTATLATHD
som-], [ (-) follitropin], [ (-) lutropin], [-gonadotropin],
l-actide], [-tocin], [-pressin], [-relin], K& TF [l-relix]
IZOWTC, B 2INNK VAN H 2 FlICIR Y -
T2 HAER L7z,

Keywords : A7 A, INN, JAN
BTN PN

Jilg T, gk o%, RE & BHE, LA
K. REIOTNI ST — EESHEEZRWENE
& N BEIEIERR

KBRS, 25, 221-230 (2007)

LC/MS % FW Tl 2 o X 7 R ER AT & L C,
TERUKE) CHEE L7202 )0 B ORISR E, HEE
HELWEY VRV BEIRGMOEETHNT LB, &5
W7 T4 a7 ATUSH LB EFN LT,
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HAHSEL: ETAREAXRERA £ERA -EEXER
BE (EFE) IIDWT

=3RS AFgE, 37, 801-813 (2006)
%M&EH$%H%&¢FLT %w&maxﬁﬁﬁ

BiF 5, AFoHcombl, ARk, ®EKaH),
%ﬁ%&#f@&Em,%*L TémamﬁMk&E

R OSBRI L.

Keywords : Japanese Pharmacopoeia, crude drugs, herbal
medicines
BHER : REEMORTERE

7y~ T, 42, 905-907 (2006)

fEFEREMIL, ERNICREMTHY, REMOSEE
PROFE T, BEOIELWEMEIZEHT & Th

BB RMIREIE > T T Y, FEAE o

FENREESTZ O L Wi, SED RSN
LIEWR W, F, 5 ThIVUL, BHBORENTD
N2 L2 d, RETHE, 20X RBANLIToT
EREiEArE P RR 717)75ﬁk%r®%6@%
B0 O JFEA B O B RGN T & 2 Pueraria mirifica (P
mirifica) WRDOBRT0H8T, FIRM
DT Z Y TR 22 ZIREE O o5 tfr, =2 l\ =

A FURBEER L ZRDOH LMERRMND D, FilE{LN-
TYFAHTF T P I OB ONTRN L, BFEE
S DFE RO A DN TR ATz,
Keywords
foods

candoller var.

. Pueraria mirifica, condroitin sulfate, health

HHEL  MEERDEEE

FREIEAFIE, 25, 3-28 (2006)

EHEDICE Y FRISFEE D B ERISFEE E Tirbh
T RGBS IEORITEEE [T D RiE L
Gziéé‘éf:&)ODﬁﬂﬂﬁ%Wﬂﬁ (EBMIJE%) FER VLR
PEFEPRFIZRE S 20198 OEERMFRET —~, — A
FRTF2100L 5 D BB L =X 5 f:&’)@ﬁ)ﬁﬁﬁﬁ%&fﬁ*ﬁ%
FHEE ST AL T5 o ffi F SR HEF A58 (Actual Use Research :
AUR) DRRIZOWTHIT LTz,

Keywords : AUR, Kampo formulations, OTC
Goda, Y. :
their quality

Food & Food Ingredients Journal of Japan, 212,
343-344 (2007)

The origin of the ingredients in natural products is the

The origin of natural products and

most important factor ensuring quality, and thus safety and
efficacy. In fact, the Japanese Pharmacopoeia states that the

origin of crude drugs is the standard for judging propri-

ety. In addition, the safety guideline for voluntary inspec-
tions on the ingredients used for the capsulated or pellet
food, announced by the director of the department of food
safety in the Ministry of Health, Labor and Welfare, also
describes that “how to guarantee the origin” has priority of
rank to ensuring safety. However, even if the plant origin
and the plant part is the same, a variation of constituents
exists, as far as it is natural. And, this fact can be said to
be the bottleneck to the quality assurance of natural prod-
ucts. In order to ensure the quality of natural products, we
first consider how to guarantee the origin. But it is not
enough. This special issue of the FFI journal is edited un-
der this concept. I strongly hope that this issue contributes
to readers’ understanding of the importance of the quality
assurance of natural products and the role of the origin for
the quality assurance.

Keywords : origin, quality, natural products

Maruyama, T. : Authentication and chemical analy-

sis in the regulation of natural products

Food &Food Ingredients Journal of Japan, 212, 374-379

(2007)

The original species and the chemical constituents of
commercial products sold as a crude drug (Eleutherococ-
cus senticosus Rhizome) , a dietary supplement (kwao
keur) and a natural food color (alkanet color) were in-
vestigated by DNA sequencing and chemical analyses.
In the Eleutherococcus senticosus Rhizome (Shigoka in
Japanese) , one-third of the commercial products originated
from the incorrect species. The counterfeits did not contain
eleutheroside B and isofraxidin which are recognized as the
pharmacologically active substances in this crude drug. Of
kwao keur products purported to be made from the root of
Pueraria candoller var. mirifica, half were derived from the
incorrect materials, and no specific components of this plant
were detected in the counterfeits. In the alkanet color, the
major pigments of the color were found not to be alkan-
nin and its esters but rather their enantiomers, shikonin
and shikonin esters. In addition, DNA sequence analysis
revealed that the origin was not Anchusa officinalis, which
is the source plant described in “the list of existing food
additives” in Japan.

WL 75K/ A4 RPIRYEFES?
77T 43, 251-252 (2007)
PRI MR EME TH D vy - T X VB 21T
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Keywords : flavonoid, GABAA, Sedation

WHER 7, ), SHEs  ZBO/m AT

LEMNITENSDHMD  FHS5H
Pharm. Tech. Japan, 22, 91-99 (2006)

I OEEE 4 (INN) G4 ORIV —V &
O A M A VBB T 5 2w =—J3EFEHO X T A
[stim], A% —aA X HORAT A Tkin), ¥ —
7 =1 ¥ linterferon], TV AR T FEHD AT A
l-poetin] ZFFIT L7z,

Keywords : INN, JAN, biologicals
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favhdR ) OBERMSFTEA Lz, —ICHiiERIE L1, &
~ O D HEER, RS LAIMLLTELRR
FHMER 2. MREEEL, B E3MmEh
FeDORMIEZE W THEERAND R DIV EREEZFAL, R
IR HETH L. MGREIIA S Hila” &
BT EMIRTH D70, FORMESCRE % EfEICH
ZHZENFFIINETHS. ZOERITHTZ>TiX
WD 72 B R 2 o 2 e - BV MEREAN, S AR,
EERRAAEOMSL, BIERIXIRR EBNFE LR ->TL D
20k DRI 7R 5y TR AW F ORI LD FTRE & 72 o
7, IRETRHREE & 5 BT LW OS2 20 Dml Yic
Mnbh, 77— SV RIRREER I LR TE DRI,
ARE IR DR IRE B LIV,
Keywords : cellular therapeutics, stem cells, regenerative

medicine

HEREIER : TARRICHINDIHEDIE

B ERRE, 28 (3T, 142-147 (2006)

LRGBS LEE, TRAYE &R L
WEETHD. TOREDI, BEOMPZ, BETORWH
TAMREMSND & LB, REKFOF =7, A—
A—~DWEDLEHFEZE LT, REREMLICER Sz

{CFWERREANFT DL, S OIRRE - KL
FUEOBEN A EET DT DIAbFE o 21T 2 & n
VETHD. ALFREZHNET NS, B L.

Keywords : rubber allergy, causative product chemical re-

lationship, information delivery system

R, OHUEACE, LEANL : MR RERE
HRICAVSN S BHHMRORERVZTEMFTMICONT
YAKUGAKU ZASSHI, 127 (5) , 851-856 (2007)
Several recent studies demonstrated the potential of
bioengineering using somatic stem cells in regenerative
medicine. Adult human mesenchymal stem cells (hMSCs)
derived from bone marrow have the pluripotency to dif-
ferentiate into cells of mesodermal origin, e.g., bone, carti-
lage, adipose, and muscle cells; they, therefore, have many
potential clinical applications. On the other hand, stem cells
possess a self-renewal capability similar to cancer cells. For
safety evaluation of tissue engineered medical devices using
normal hMSCs, in this study, we investigated the expres-
sion levels of several genes that affect cell proliferation in
hMSCs during in vitro culture. We focused on the relation-
ship between the hMSC proliferation and their transforming
growth factor beta (TGF ) signaling during in vitro cul-
ture. The proliferation rate of hMSCs gradually decreased
and cellular senescence was observed for about 3 months.
The mRNA expressions of TGFB1, TGF B8 2, and TGF
receptor type I (TGF 5 RI) in hMSCs increased with the
length of cell culture. The mRNA expressions of Smad3
increased, but those of c-myc and nucleostemin decreased
with the length hMSCs were in in vitro culture. In addition,
the expression profiles of the genes which regulate cellular
proliferation in hMSCs were significantly different from
those of cancer cells. In conclusion, hMSCs derived from
bone marrow seldom underwent spontaneous transformation
during 1-2 months in vitro culture for use in clinical ap-
plications. In hMSCs as well as in epithelial cells, growth
might be controlled by the TGFf family signaling.
Keywords : human mesenchymal stem cells, tissue engi-

neered medical devices, TGF f3

Shintani, H. : Selective analysis of toxic compounds

in body fluids

Research Trends in Chromatography, 1, 1-22 (2006)

Selective analysis of compound of interest in compli-
cated matrix such as body fluids is extremely difficult, but
indispensable. For that purpose there exists several sorts of

pretreatment methods, i.e. solid phase extraction (SPE) us-
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ing column or membrane, dialysis, filtration, ultrafiltration,
super fluid critical extraction (SFE) or adsorption using
charcoal or other appropriate adsorbent. There have been
reported several pretreatment methods for acidic, basic and
neutral compounds in biological fluids. According to the re-
cent advancement of analytical column fabrication technol-
ogy, several new columns based on innovated technology
are now commercially available.

Key words : solid phase extraction, liquid-liquid extraction,

toxic compounds

Shintani, H. : Importance of considering injured
microorganisms in sterilization validation
Biocontrol Sci., 11, 91-106 (2006)

Microbial injury is an inability to grow under conditions
suitable for the uninjured microorganisms. This inability of
injured microorganisms is explained as more complex or
different nutritional requirement or as increased sensitivities
to environmental conditions such as incubation conditions
or to chemical agents. The extent and severity of sublethal
injury, the mechanisms of injury, and the mechanisms and
degree of recovery vary with the sterilization procedures,
the species, the strains, the condition of the microorgan-
ism, and the methods of repair. The sites of injury include
damage to enzymes, membrane disruption, and/or damage
to DNA or RNA. Information on the sublethal injury and
recovery of microorganisms is very important in evaluating
the sterilization/disinfection procedures.

Keywords : injured microorganisms, repair, sterilization
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BHEpst, 34, 285-300 (2006)

o DS PR PRAE 2 AT 9 FEBITAT 5 BRO BB RISV
THSE—INEDORA T LT,

Keywords : validation study, routine control, sterility assur-

ance
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PHEERst, 34, 427-428 (2006)

EHGEE TR« OJEIRIE (RERK, B, %
ARG - BE) ROBEEICOVWTZOREA D =X
L7 b ONCHIBEIE A 1 = A L8 EIZOW TR L 7.
Keywords : injured microorganisms, oligotrophic microor-

ganisms, recovery

BRI BEYOBHTRIREEZ S VICEAEED
RREES (15 BHRRREIE EREEKEEDHEE-
PREENDEIRH-

BHEE G, 34, 485-486 (2006)

HHGEIE TATPIER A v B — & v Ak C R ICHLS
ROEORFREBRIC OV TG LTz, ZoHhTcZ 2T
VORGER HE & ERIE & OB O EEMEIZ DN TR L
7-.

Keywords : rapid detection method, culture method, rela-

tionship

BRI - BEYD OGS TERE HEE S PICREED

RREES (16) HHAFRBEDRIADER

BhE G, 34, 487-494 (2006)

L TATPIERCA v B — & v AiE CRERITILD
ROEORBRFEIEEICOW TR L. ZOHRTZZT
AR B D AL OB IOV CRL L7z,

Keywords : rapid detection method, culture method, current

trend

BRI - BEYOE S TR HEL S PICREED

BREES (17) BHREREEDFR

PHEERst, 34, 495-496 (2006)

HHGEIE TATPIERC A v B — & v Ak C R ICHLS
ROWEORIFREEICOW RS L. ZOoHhTZZT
IERERHIEO S B OBEIZ OV TR L.

Keywords : rapid detection method, culture method, future
prospective

RS RENYT -2 3 X REBICRITEEERO

NAFN=F2VRELNFA NIy YU —RIIC

FARYUYOUY—=R

BhEpst, 34, 561-567 (2006)

AP CIEE R B A S OWE N Y 7 — 3 3 »FEMilT
BT 2R FN=FT R EELRT AR » 7 ) U —Rf
CIZ R A Y v 27 U U —ZRORE SOV TR, 7
L7
Keywords : sterilization validation, parametric release, dosi-

metric release

BRI - BENYT —2 3 VEEICRITZ2EBERQ
BEAKRE

BHEpst, 34, 637-643 (2006)

AR TITAERER S OWE N Y 7 — 3 3 VERMID
BEL, @EAKBEIC OV TR, L.
Keywords : sterilization validation, autoclave, biological in-

dicator
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MEHR ICHL B EE R S TICZ D E

PHEEpst, 34, 645-652 (2006)

JECH BRI AL B A% DI DWW T Z OHRIGEA I =X
D70 D ONTHERIE A T = A 572 EITOW TR L7z,
Keywords : injured microorganisms, oligotrophic microor-

ganisms, radiation sterilization

TAAE R -

B BENYT -2 a yREICRITZBER®
IFLoFFH4 RAR (EOG) BHE
PHEE A, 34, 721-729 (2006)
AfFECIITERER M OWRE N Y 7 — 3 a »FEHEl
XL, =F Lo AXH A FH R (EOG) WHEIZ OV TR
M, R L7z
Keywords : sterilization validation, ethylene oxide, bio-

logical indicator

R BERASUVICERERORES LU N
SOEDEE - IBEFHFICOVTOILEEFICHT S
HMEMDOEEG L EE

PhEEpst, 34, 731-740 (2006)

PR - BRI S DA A TR 2 AL PR,
BB OEF L TV LHEEHICOWTZOHREA =X
L7 B ONTHREGEIE A 1 = X 570 EITOWTHERL L7z,
Keywords : injured microorganisms, oligotrophic microor-

ganisms, chemical disinfection

BTN BENUT—2a yREICRITZ2BES®

HO<BRE

FHE ks, 34, 795-800 (2006)

AR IR IR S OWE AN Y 7 — 3 FEMIC
B, Ho <~k ic oW TigERL, L.

Keywords : sterilization validation, gamma-ray, irradiation

BRI - BENYT —2 3 YRELCRITSEESG

FZERRE

BIERGM, 35, 31-34 (2007)

AR TIPS OB N Y 7 — 2 a o FE I
BRU, BRI OV TR, FoH LT,

Keywords : sterilization validation, dry heating

FRERE : U= —ATERASNSBEHORK
EFE

BOEBAM, 35, 81-93 (2007)
AIFRCTEHBUEEIEN SN TV DRV LT VT E R

DFELIRE %0.08ppmELl FIZT 5 Z L1072 0 B LW
RICES, 7V =2 —LOWEA E LTHRALVAT LT
t NOREZR I D D IRE 75, Pl ek, 4
v, MEER EMER S, —IEERA ST B D
THIIT LT=.

Keywords : sterilants, disinfectants, clean room

FREEE  BERASUVICEREROHES LU
SOEDERE - BEFHICOVWTOEEEZITEER
BERDEE - B8

PHEE A, 35, 297-304 (2007)

K72 EOBRERSEMGTEBT D Z & 2 DA RN
T, OfLFIEAICER O TG A< T - oBRERIE
AR = AL EITONWTHREH LTz, BEAREHOLS
IFEFEESFGTEEZETIVERVWY, B2 T HAIC
FE P ERBEHCTHRE & [BIE S & T b IREICHIE
L7 BRBRMEICRT ZENRRWNZ L3 g0o 7.
Keywords : injured microorganisms, oligotrophic microor-

ganisms, recovery

EANT - BB R RIS R

HFEMERE, 127, 847-850 (2007)

Biodegradable polymers are often used as scaffolds for
tissue engineering and these polymers are in class IV under
the revised Pharmaceutical Affairs Law. Form the point of
view of safety and efficacy, recent problems in the devel-
opment of tissue-engineered products using biodegradable
polymers are summarized in this report.

Key Words : regenerative medicine, cell/tissue-engineered

medical products, biodegradable materials

g 7", PiEE—, ERAND: RFEAEME

(AMF) ICX2ERAEDA A=V

AAREER, 65, 270-277 (2007)

Atomic force microscopy (AFM) has been used for im-
aging of non-conductive surface using a cantilever with a
sharp probe to mediate the atomic force interaction between
the probe and substrate. The application of AFM for the
imaging of protein including transmembrane protein has
been studied and revealed their single molecular structure
on a nanometer scale. Especially for the transmembrane
protein that lack of 3D structural information obtained by
X-ray crystallography, AFM imaging has significant advan-
tages. Since the imaging is capable in the aqueous solution,
the obtained images are expected to provide information
that reflects structures found in the living cells. Additional-

ly, the force curve measurement for intra- or inter-molecular
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non-covalent interaction such as protein folding or ligand-
receptor interaction will be explained.
Key words : atomic force microscopy, protein imaging, re-

combinant P2X2 receptor
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BRI MIERERBE IR S BRI 02 O U 7KK
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T, ke & & U CKEARICHH L, £7EET 5
AREMED & B EIS A KGEKICRIETEEIZONT, O
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Agusa, T."', Kubota, R., Kunito, T. %, Minh, T.B. ",
Trang, R.T.K™, Chamnan, C. ™, Iwata, H. "', Viet, P.H.
" Tana, T.S. *, and Tanabe, S. *' : Arsenic pollution
in groundwater of Vietnam and Cambodia : A
review
Biomed Res Trace Elements, 18 (1) , 35-47 (2007)
Recently, As pollution was reported in groundwater from
the Red River delta of Northern Vietnam and the Mekong
delta of Southern Vietnam and Cambodia. Although the
heath of about 10 million people is at risk from drinking
tube well water, little information is available on the health
effects of As exposure in the residents of these regions.
Also, the countrywide survey on regional distribution of

As pollution has not been conducted in these countries.

At present, as far as we know, symptoms of chronic As
exposure have not yet been reported, probably due to the
relative short-term usage of the tube wells in the regions.
However, oxidative DNA damage was observed in residents
of Cambodia and so further continuous usage of the tube
well might cause severe damage to the health of the resi-
dents. In this article, we review literature concerning As
pollution of groundwater and its health effects on residents
in Vietnam and Cambodia. The mechanisms of As release

to the groundwater in also discussed.

*! Center for Marine Environmental Studies, Ehime Univer-
sity

"2 Faculty of Science, Shinshu University

” Center for Environmental Technology and Sustainable
Development, Hanoi University of Science

" Inland Fisheries Research and Development Institute,
Cambodia

> Social and Cultural Observation Unit, Office of the

Council of Ministers, Cambodia
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KERE : BROSOIEEMEEREDHRKLESED
E S
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&R E T RICE R S TV AEREHREICOVNT, T0
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FMAETH D0, H< ETHEHIEICKT 5 ERE
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NOBEREIZ/RLZDNIAATHL. 5%, T
LR EERA LT, BEBEROBIEAEEL Tk
TEBRMETHD. TIT, EIZBWTHLEYT AL
DRI L A RERES, LFERIOIIEORREETTo
T, {bEWEOBREL LIRS Z i
kv, VAZEHELVELS E/MTEIENTED L
I DEEZXOND.

Keywords : total diet survey, pesticide, metal, dioxin
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LEZ DN AMEMIEDRRME DR ENH Y, i
WEZATETHY 7 ZBtI0 b vEn 2y (GR&RE
BT BN OMERERDHD. THIZHLELTY
T & > TRFIE > TWADIE, BESEDRIT 4
T YA MIEDIZDDHIIEDHRIETH D, AR TIL,
JEAE S 878 OO EEERFFERSBE C & B [ T R A R e A B
ZERT DR GERD, BMBZEDTZDIZED X 5 ¥R 2%
ITLTWVBDICONWTIRAZ, Y TIE, BMTOAE
(LB RHITICONT, KON ERBRIEEZHE L,
EREORELFEML CE TS, 2T, FOkHn
RBRELZELTE D, £, YOk ) RERERE
AT o TEFENTHONT, Hx 0EBRNCES LT-. H
HELTE, BRFOKERE BmRAEERL, 4144
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survey, chemical substance
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Toida, T.", Sakai, S., Akiyama, H. and Linhardt, R. 17
Immunological Activity of Chondroitin Sulfate.
Advances in Pharmacology, 53, 403-415 (2006)

The use of chondroitn sulfate (CS) for the symptomatic
treatment of osteoarthritis (OA) has become very popular;
however, it has also been the subject of controversy for
several reasons. First, the nutraceutical industry is less reg-
ulated than the pharmaceutical industry and thus, the nutra-
ceutical CS often suffers from poor quality control. Second,
the bioavailability of orally administered CS is not gener-
ally accepted. Third, the mechanism of the effect of CS for
treatment of OA remains unclear. There is abundant in vitro
and in vivo evidence from animal and human clinical stud-
ies demonstrating the efficacy and safety of CS. This chap-
ter focuses on the immunological activity of structurally
regulated CSs. The mechanism of this immunological activ-
ity appears to be through CS binding to receptors related to
cytokine production in lymphocytes such as splenocytes.
Keywords : chondroitin sulfate, immunological activity,

splenocytes
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harmonization, Microbiological tests

Ll i BRANMMICE T 2ELES LU ERREB

DEEES

AFIZ—FKrIHmn, 23 (5), 28-31 (2007)

JECFA (FAO/WHO® [Fl & b BN s M F 23, FAO/
WHO Joint Expert Committee on Food Additives) T I,

20004F7> 520044 £ TOSER T, Ham L b ROBHK
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ment, risk assessment, risk communication, food poisoning

LABEE  TANA T T 4 O AOREMHEFTE

ERR & EY), 33, 141-146 (2006)
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NI ELL OIERR T, /1 UA VA K DHEFERGES
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virus
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AR ML, DEBRICLD / a ULV ARTED
URITEARL FORBRIZOWNT, B - L.

keywords : Norovirus, oyster, risk assessment

FEHXT : BRREDERA, AARSA4>

BEIR & A, 33, 219-222 (2006)

NDBYSEIZ B D FE x5t L, MAEYFEN 2R 5
BB D ERNS OB 2 STRERR, U A7 SIS
UNTRRR L7z
Keywords : food safety, microbiology, Codex

FAXT, RS AREBELHVEFEDY R

TEAAVE

BRI TRoZ2R5), 19, 204-208 (2006)

RAEESY EBMEESTICRBIT LY X7 T AR
VO E T e —F OENI OV TE L.
Keywords : microbiological risk assessment, food safety,

animal health

BT

FEAXT, WIIEE" : YV ERSBLE BEHMD
MRBEBRREE, hEONS S —BREE

BRR & A, 33, 707-711 (2006)

ANRARFATE SRR 2 36 1T D REBYE X R D 7= 0 DI &
LT, REORRIYEICBT 23 AMRDL, FER & T, R
PRIk, YRR, € L CTPURIC W TE e D,

Keywords : Sa/monella, EHEC, Campylobacter

" ESLEYER IR

FHXA  MEPFEHV RO T ERA Y b -2004~2006
FILHITHERNOEE

Y7 e RU > BAER, 150, 3-12 (2006)
WAEMFHI) A7 7' ARA L MDD Rl DENSS



%

B
-

(@ - B 287

DB AN DT L=,

Keywords : microbiological risk assessment, ALOP, FSO

INB B, EHERE - RYREOSHME S MEYR

REE

BRI S EEHTH, 59, 553-554 (2006)
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Keyword : toll-like receptor, innate immunity, infection
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studies
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Saito, Y., Maekawa, K., Ozawa, S. and Sawada, J. :
Genetic polymorphisms and haplotypes of major
drug metabolizing enzymes in East Asians and
their comparison with other ethnic populations
Curr. Pharmacogenomics, 5, 49-78 (2007)

Remarkable ethnic differences in drug response are well
known, and many of these can be attributed to differences
in genetic backgrounds. Accumulating evidence has shown
that genetic polymorphisms can cause the alteration or
even loss of activity in drug metabolizing enzymes, trans-
porters and receptors. Thus, genetic polymorphisms may
be important in understanding these ethnic differences in
drug response. Furthermore, haplotypes, linked combina-
tions of genetic polymorphisms on a chromosome, have
the advantage of providing more useful information on
phenotype—genotype links than individual polymorphisms.
In the past 6 years, mostly as a Japanese national project,
we resequenced the exons and enhancer/promoter regions
of more than 30 drug metabolizing enzymes, transport-
ers and receptors using genomic DNA from 100 to 500
Japanese subjects, analyzed linkage-disequilibrium (LD) ,
and estimated haplotype structures. Regarding CYP2C9 and
2C19, we found linkages between CYP2C/9*2 or *3 and
CYP2C9#*], and between CYP2C9*3 and CYP2C19%*]
haplotypes. Haplotype structures of CYP2D6 are compli-
cated by gene duplication or recombination. In contrast, the
haplotype structure of CYP3A4 was simple, but close link-
ages were observed with other CYP3As. As for UGTIAs,
the 8 first exons encoding active isoforms and common
exons 2-5 were divided into 5 blocks by LD analysis, and
intra- and inter-block haplotypes were estimated. Several
linkages of haplotypes with functional importance were re-
vealed, such as UGTIA7*3 - UGTIA6*2 - UGTIAI*28
or *6. In this review, we summarize polymorphisms and
haplotype structures of these clinically important drug me-
tabolizing enzymes in East Asians, mainly from our Japa-
nese data, and compare them with those of other ethnici-
ties.

Keywords : genetic polymorphism, drug metabolizing en-
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Ty =7, 42, 1229-1231 (2006)

&Ny BOR R BB EERFE L L CGIFER
BRI K U7ZsiRNAIZDWT, ZOEHAE - Fls - &
B, ROHREN TV 2 EE % 7esiRNARBTEERL G 12D
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Keywords : siRNA, protein expression, knockdown
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EFDOHDH, 218, 317-332 (2006)

COX-2PLEANT, TERDIERT v A FRHLIIE A
(NSAIDs) (25, COX-1DPLE L~ L2 M2 H ke
27 L, COX-2% L VIERMICIEL, RIEZMA
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Keywords : COX-2 inhibitors, NSAIDs, cardiovascular

adverse events
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20064-9-10H (2 7 A U 71 CEscherichia coli serotype
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BXDT U NT LA TPHAE L, ZOREDORKME, 17
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Keywords : Escherichia coli serotype O157 : H7, spin-

ach, outbreak
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ERRPE 72 BN TR L7z
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disaster

Takeshi Morita, Makoto Hayashi and Kaoru Morikawa :

Globally Harmonized System on hazard clas-

sification and labeling of chemicals and Other

Existing Classification Systems for Germ Cell

Mutagens

Genes and Environment, 28, 141-152 (2006)

A G I 2L SR 2 R LM E O S FHIC O W T,
GHS72 b NCBEFDO Y AT Lz kbl L, i L7z,

Keywords : GHS, germ cell mutagen, hazard identification
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BAEATE, 56, 9-21 (2006)
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Keywords : Enterobacter sakazakii, powdered infant for-

mula, relative risk
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LI IR 7L & I 9 2 FLIR DEnterobacter sakazakii
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FAO/WHODMT - 72 [EBRAY 7R B2 DWW THEST L7z,
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mula, Codex

B4 % : Codex Information, FAO/'WHO& R &
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BaFENE, 57, 39-44 (2007)
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Ohkubo S., Nakahata, N.” : The role of lipid rafts in
trimeric G protein-mediated signal transduction.
Yakugaku Zasshi, 127, 27-40 (2007)

Lipid rafts and caveolae are microdomains in the cell
membranes, which contain cholesterol, glycolipids, and
sphingomyelin. While caveolae are relatively stable be-
cause caveolin, an integral protein, supports the structure,
lipid rafts are considered to be unstable, being dynamically

produced and degraded. Recent studies have reported that

lipid rafts contain many signaling molecules, such as glyco-
sylphosphatidylinositol-anchored proteins, acylated proteins,
G protein-coupled receptors (GPCR) , trimeric and small
G proteins and their effectors, suggesting that the lipid rafts
have an important role in receptor-mediated signal transduc-
tion. Therefore, the drugs which modify the composition
of lipid rafts might influence the efficacy of cellular signal
transduction. In this review, we demonstrate the role of
lipid rafts in GPCR-G protein signaling and also present
the recent our results that the wasp toxin mastoparan modi-
fies the G,;-mediated phospholipase C activation through
the interaction with gangliosides in the lipid rafts.

Keywords : lipid rafts, cholesterol, trimeric G-protein
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Grosse, Y., Baan, R. , Straif, K. *, Secretan, B. *, El

Ghissassi, F. *, Cogliano, V. ; WHO International

Agency for Research on Cancer Monograph

Working Group (Shibutani, M., contributed as a

member of Monograph Working Group) . Carci-

nogenicity of nitrate, nitrite, and cyanobacterial
peptide toxins.

Lancet Oncology, T, 628-629 (2006)

The Working Group concluded that there is “limited evi-
dence of carcinogenicity” for nitrite in food based on the
association with stomach cancer. For nitrate in food and
nitrate or nitrite in drinking water, the studies provide “in-
adequate evidence of carcinogenicity” . On the other hand,
“ingested nitrate or nitrite under conditions that result in
endogenous nitrosation is probably carcinogenic to humans

2

(group 2A)” . The Working Group refrained from doing
a separate overall assessment for nitrate or nitrite, because
nitrite is produced endogenously from nitrate and the
conditions leading to endogenous formation of N-nitroso
compounds are often present in a healthy human stomach.
After review of the evidence, the Working Group concluded
that microcystin-LR is “possibly carcinogenic to humans”
(group 2B) . For nodularins, fewer studies were available;
accordingly, the Working Group regarded nodularins as “not
classifiable as to their carcinogenicity” (group 3) .

Keywords : naitrite, microcystin-LR, nodularins

" International Agency for Research on Cancer.

Morita, T., M. Hayashi and K. Morikawa : Globally
harmonized system on hazard classification and
labeling of chemicals and other existing classifi-
cation systems for germ cell mutagens.
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Genes and Environment, 28, 141-152 (2006)

The Globally Harmonized System (GHS) on hazard
classification and labeling of chemicals will be implemented
globally by 2008. The GHS includes (a) harmonized crite-
ria for classifying chemicals and chemical mixtures accord-
ing to their health, environmental and physical hazards, and
(b) harmonized hazard communication elements, including
requirements for labeling and safety data sheets. Germ cell
mutagenicity is included in the GHS health hazard classes
in addition to carcinogenicity. This means increased signifi-
cance for then results of genetic toxicology testing for the
classification of chemicals. GHS requires the classification
of chemicals if they are germ cell mutagens (categories
1A, 1B and 2) or not. Several classification systems for
germ cell mutagens have been proposed in the EU, Ger-
many, US, Canada, in advance of the adoption of the GHS.
In this paper, these classification systems including GHS
are introduced and summarized to provide the basis of the
hazard classification of germ cell mutagens. Though the
objectives, target audiences and criteria of these classifica-
tion systems are different, the GHS will become standard
for hazard classification. Hazard classification is a signifi-
cant first step in risk communication. Further development
of risk evaluation criteria and communication on germ cell
mutagens is expected.

Keywords; GHS, hazard classification, germ cell mutagenic-

ity

Kirkland, D.J. ", Hayashi, M., Jacobson-Kram, D. 2

Kasper, P. *3, MacGregor, J.T. *4, Miiller, L. S and Uno,

Y. " : The International Workshops on Geno-

toxicity Testing (IWGT) : History and achieve-

ments.

Mutat Res., 627, 1-4 (2007)

Three workshops have been organised previously under
the auspices of the International Workshops on Genotoxicity
Testing (IWGT) . Recognising the success of these earlier
workshops, the International Association of Environmental
Mutagen Societies (IAEMS) formalized these workshops
in 2002 under the TAEMS umbrella and agreed that they
would be held on a continuing basis in conjunction with
the International Conferences on Environmental Mutagens
(ICEM) that are held every 4 years. In this way, an ongo-
ing process of international discussion and harmonisation of
testing methods and testing approaches has been established
that can take advantage of the international experts who

attend these meetings. These ongoing workshops will help

to ensure that different recommendations for methodology
in these new assays do not arise in different parts of the
world, and thus avoid situations that could lead to : Unnec-
essary duplication of testing to satisfy local requirements,
variations in the test performance, potential differences in
test outcome, and unjustified differences in the use of test
data for description, assessment and management of risk.

Keywords; genotoxicity testing, IWGT workshops, history
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"2 Office of New Drugs, Center for Drugs Evaluation and
Research, US FDA

"~ BfArM, Kurt-Georg-Kiesinger Allee3

. Toxicology Consulting Services
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*® Mitsubishi Pharma Co., Toxicology Laboratory

Tweats, D.J.", Blakey, D.*z, Heflich, R.H.*3, Jacobs, A.",
Jacobsen, S.D.”, Morita, T.", Nohmi, T., O’ donovan,
M.R.", Sasaki, Y.F.®, Sofuni, T.” and Tice, R."'’ : Re-
port of the IWGT working group on strategy/
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Identification of in vivo-only positive compounds

in the bone marrow micronucleus test

Mutat. Res., 627, 92-105 (2007)

A survey conducted as part of an International Workshop
on Genotoxicity Testing (IWGT) has identified a number
of compounds that appear to be more readily detected in
vivo than in vitro. The reasons for this property vary from
compound to compound and include metabolic differences.
It is noted that many of the compounds identified in this
study interfere with cell cycle kinetics and this can result
in either aneugenicity or chromosome breakage. A decision
tree is outlined as a guide for the evaluation of compounds
that appear to be genotoxic agents iz vivo but not in vitro.
The regulatory implications of these findings are discussed.
Keywords : IWGT, Genotoxicity tests, /n vitro versus in

vivo metabolism
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M.R.”, Sasaki, Y.F."®, Sofuni, T.” and Tice, R.""’ : Re-

port of the IWGT working group on strategies

and interpretation of regulatory in vivo tests I.

Increases in micronucleated bone marrow cells in

rodents that do not indicate genotoxic hazards

Mutat. Res., 627, 78-91 (2007)

In vivo genotoxicity tests play a pivotal role in genotox-
icity testing batteries. They are used both to determine if
potential genotoxicity observed in vitro is realized in vivo
and to detect any genotoxic carcinogens that are poorly
detected 7n vitro. This paper reviews relevant data from
the literature and also previously unpublished data obtained
from a questionnaire devised by the IWGT working group.
Regulatory implications of these findings are discussed and
flow diagrams have been provided to aid in interpretation
and decision-making when such changes in physiology are
suspected.
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