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Yamaguchi T*', Tanabe S, Fukui N*% Mild heat
stress changes cell differentiation and function.
Recent Res Devel Physiol. 2012;5:97-104.

Organisms have adapted to changes in their envi-
ronmental temperature. We focus on temperature, es-
pecially the effects of changes in temperature on cellu-
lar differentiation and function. This review deals with
cellular responses to mild heat stress (MHS) in mam-
malian cells. We conducted a thorough survey of the
literature regarding the effects of MHS on cells and
describe possible mechanisms involved in these MHS
effects.

Keywords: Mild heat stress, Cell differentiation, Cell

function
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Hedysari Radix (HR) is a crude drug derived from
the root of Hedysarum polybotrys. This drug is used
for several Kampo formulae as a substitute for Astrag-
ali Radix (AR), especially in cases in which an allergic
reaction is induced by the use of AR. In this study,
DNA authentication of the source plant of commercial
HR and evaluation of its quality using NMR metabo-
lome analysis were performed. In addition, an identifi-
cation test using TLC analysis was investigated for the
adoption of HR into Japanese Pharmacopoeia (JP).
From the results of DNA sequencing analysis of the
internal transcribed spacer (ITS) region of rDNA, the
matK region of chloroplast DNA, and the 2™ intron of
the LEAFY region of nuclear DNA, the commercial
HR was found to be derived from the correct botanical
source, Hedysarum polybotrys. NMR metabolome anal-
ysis of aqueous extract of HR revealed that the sam-
ples used in this study can be mainly classified into
two groups. This classification corresponds to the year
of procurement of the samples. Namely, the samples
obtained in 2001 or earlier form one group, whereas
those from 2007 or later form another. On the basis of
loading plots in principal component analysis (PCA),
amino acids including proline and arginine were de-
duced as candidates for the components responsible
for this classification. In the investigation of the identi-
fication test, comparison of the chemical compositions
of many HR and AR samples in TLC identified two
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candidates as marker compounds. These compounds
were identified as medicarpin (1) and 9-O-methyl-
coumestrol (2) on the basis of NMR and MS data. Of
these two, medicarpin was rejected as a candidate be-
cause wide variation in its content was observed be-
tween and within HR samples. Therefore, 2 was select-
ed as a marker compound in the TLC identification
test.

Keywords: Herisarii Radix, DNA sequence analysis,

NMR metabolome analysis
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Chung MH: Tokishakuyakusan as a treatment for

women’s diseases.

J Trad Med. 2012;29:89-92.

Tokishakuyakusan has been used since ancient
times in China and Japan in obstetrics and gynecology.
In Japan, the Ministry of Health, Labour and Welfare
has approved herbal medicines including to-
kishakuyakusan. Tokishakuyakusan was composed 6
types of crude drugs; Angelicae Radix, Paeoniae Radix,
Atractylodis Rhizoma, Alismatis Rhizoma, Hoelen, Cni-
dii Rhizoma. Recently, women as well as men have be-
come clear that sex hormone level decreases with age
20. Furthermore, the decreases in sex hormones are
known to cause various general malaises, for example,
menopausal syndrome, dysmenorrheal, luteal insuffi-
ciency, amenorrhea and chill for women, and decline in
testicular function, weakness, insomnia, decreased libi-
do and erectile dysfunction for men. Since to-
kishakuyakusan has been used as a treatment for gen-
eral malaises, the female or male animal models were
examined the effectiveness of tokishakuyakusan for cli-

macteric age of women and men.

Keywords: tokishakuyakusan, climacteric age, steroido-

genic acute regulatory protein

Kikura-Hanajiri R, Uchiyama N, Kawamura M, Ogata
J, Goda Y: Prevalence of new designer drugs and
their legal status in Japan.

Yakugaku Zasshi 2013;133:31-40.

In recent years, many analogs of narcotics have
been widely distributed as easily available psychotro-
pic substances and have become a serious problem in
Japan. To counter the spread of these non-controlled
substances, the Pharmaceutical Affairs Law in Japan
was amended in 2006 to establish a new category; Des-
ignated Substances in order to more strictly control
these substances. In April 2007, 31 compounds and 1
plant were first controlled as Designated Substances.
Before 2007, the major compounds distributed in the
Japanese illegal drug market were tryptamines,
phenethylamines and piperazines. Alkyl nitrites, such
as isobutyl nitrite and isopentyl nitrite, were also wide-
ly distributed. After they were listed as Narcotics or
Designated Substances in 2007, these compounds, espe-
cially the tryptamines, quickly disappeared from the
market. In their place, cathinone derivatives have been
widely distributed, as well as different phenethyl-
amines and piperazines. Additionally, in recent years,
new herbal products containing synthetic cannabinoids
have appeared globally. As at July 2012, 78 substances
(including 1 plant; Salvia divinorum) were listed in
the category of Designated Substances. They were 13
tryptamines, 17 phenethylamines, 11 cathinones, 4 pi-
perazines, 23 synthetic cannabinoids, 6 alkyl nitrites, 3
other compounds and 1 plant. In this review, we show
our survey of the spread of new designer drugs in Ja-
pan, focusing especially on synthetic cannabinoids and
cathinone derivatives. Also, the prevalence and legal
status of these substances in other countries will be
presented.

Keywords: designer drugs, designated substances, le-

gal status
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Kuroda T, Yasuda S, Sato Y: Tumorigenicity studies
for human pluripotent stem cell-derived products.
Biol Pharm Bull. 2013;36:189-92.

Human pluripotent stem cells (hPSCs), i.e. human
embryonic stem cells and human induced pluripotent
stem cells, are able to self-renew and differentiate into
multiple cell types. Because of these abilities, numer-
ous attempts have been made to utilize hPSCs in re-
generative medicine/cell therapy. hPSCs are, however,
also tumorigenic, that is, they can give rise to the pro-
gressive growth of tumor nodules in immunologically
unresponsive animals. Therefore, assessing and manag-
ing the tumorigenicity of all final products is essential
in order to prevent ectopic tissue formation, tumor de-
velopment, and/or malignant transformation elicited
by residual pluripotent stem cells after implantation.
No detailed guideline for the tumorigenicity testing of
hPSC-derived products has yet been issued for regen-
erative medicine/cell therapy, despite the urgent ne-
cessity. Here, we describe the current situations and
issues related to the tumorigenicity testing of hPSC-
derived products and we review the advantages and
disadvantages of several types of tumorigenicity-asso-
ciated tests. We also refer to important considerations
in the execution and design of specific studies to moni-
tor the tumorigenicity of hPSC-derived products.
Keywords: Pluripotent stem cell, Tumorigenicity test,

Regenerative medicine
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DAETIX, FAEEBEICHH S M - Ml T
mmOFERLITIZFIZ, ERE B CEIFAREEZZIT L —
ME, [T MERHIIEZ HI V2 EERIFZE ] 2 5 COLHE R iR
CEERBEICI ) V= B L, EROT 7Y
EY T4 LEEILE VI TDSITHEEZRS 2 EDWNE
WC7% 4. Al - AEIN TS OBBICE L TlE, BEK
DL WHERZ R ET D2 ENL VR, PRk R iF
ZERFE T D 5 miZe &7 B IERG FEIRER O BB R AW £ 7
END. KEHTiInNSE eI, BEMEBICH--
ToOMNE - MM TR OME - ZEMWMERCHBROFE
WiV BV B BB SO W THEL L 72
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50.

Dimethyl fumarate (DMF) has been used as anti-
mold agent. Many cases of contact dermatitis from
leather furniture and footwear containing DMF have
been reported in European countries. The European
Commission banned the distribution and purchase of
DMF-containing consumer products in EU countries
on May 1, 2009 (EU Directive 2009/251/EC : below 0.1
mg/kg). Patch testing revealed a positive reaction at
0.0001% DMF aqueous solution. In some cases, the der-
matitis was severe, and hospitalization and oral admin-
istration of steroids became necessary. Cross-reactions
between DMF with other fumaric and maleic acid di-
esters, and an acrylate were also reported. The num-
ber of contraventions of DMF reported in EU coun-
tries decreased after the ban on DMF. In Japan, no
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cases of contact dermatitis due to DMF have been re-
ported ; however, a survey of household products in
Japan revealed the presence of DMF in several foot-
wear products. Therefore, it is necessary to continue
to pay attention to contact dermatitis due to DMF.

Keywords: Dimethyl fumarate, anti-mold agent, contact

dermatitis
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in vivoCIE EMOFHIi2S SN T WA WE T, AR
Mk (6 i) (3R E R L a— FMeL Tfth- 3/,
AR HAN T 2 2 72T AISOPIZHE VS S T
7o ARBRIEX 2 DR, MEMRRIRL L6330
HoREBEZ L, 28k TcoEribRte Lz W
EIZCTNOWE D EUEERL I LD TE, HEND
BEME IRV D o LB S 7z, EpiDem™ 2B W Tl
2B IE T iR %% 2 R R 2R L7,
Vitrolife-Skin "™ "C 134 T D ftii% TH @R RIZH L TH -
720 72, CHEICHELZYWE IZEpiDerm™E 7L &
Vitrolife-Skin™ € 7V CH—WE TH V), Mk ToOH
WD TE» o7z, LEORE XD, Vitrolife-
Skin™ 7% W72 B IS A o SR I, AREME, RE, W
VD HI2B W TEpiDerm™E W% H 5 W idF Nl L
OWAREN AT A LA L. —F, ETVOZHEHM
WTHLIT =7 VBB AT ERT VA ) EWE S
TR D L L, Sk, KREAEOBEOEE )
O, ZAUTHE ) SBR[ SR U SR RR 0 i A

MHEE LTBIFS Nz LA LAAS, Vitrolife-Skin™
(¥EpiDerm ™Ak, B x AVA VI &, BRI TH
BAELNLZE, 2 A METIREpiDerm™ & %
flicdhs &, FAHRTERERCINEDORELT:
BEREASWRECTH A2 F 57z, BLE, VitroLife-
Skin™ 7 Fv> 2 2 8 6 v s BR i3 B Bt & LT
HHTHH LML 7=

Keywords: corrosion, human skin model, alternative

) S S AR R AR R
(k) T —t— BRI AS

ARHAERR™, MIHEESE™, FREZEET, BRIREHE", b
BEN  ENERBGEWEE L TORVATIVTE N
(FD3) —KNVATLVTE FOMEE(2) -,
FNEELE 2012;15:39-48.

RIVAT VT FOBENLNELETHE2T 7747
FROCZDISHATH 5 HEEHIZHFICOWT, BHEE T
IZHRE SN TV D ELHFEIZOW TR L7-.
Keywords: KV A7 VFe FillEs:, 72754 78,
EET R pilE

P OHARSFB T

WAHERR™, MEFE N, HAKEMT, FREFEE", B
BHE™ © BRNBREGREME L LTORVAT VTR R
(FD4) —ENBENICBITLZERVATLVTE RO
ZE) (RIVAT VTR FISEEL SOV R O%5F).
FINESE 2012:15:163-72.

FWARNVAT VT FigEO%E) & E L CENLOR
JEL AV, JREEGE, HNROFEEHES), RNREICR
V39 A R M OV NS R 1 7 &R LTl L 72,
Keywords: BN RV AT VT N, Z28), HAR
-3

P OHARSFB T

AN () B 5@ 2B O R IZ > W T

7 7> 7 2012:48:1197-8.

BERED7-D12, HMBERE e &AL EWE D
T BT ORI B OMEL ST D [ M5
BIEH A O —F 2 LIET 2849 ] A F244E 4 A10H
A Sz BIEOBRE R OYUED NI D W TSN
L7.

Keywords: 25 @B 100, SOF, FEWE BT
LTS BT D ¥R
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FRINESE @ v 7+ B i O LSDARL AW O kA3

YA

7 v 7 2012:48792.
FATIVHOAL FHPE—FRD IV H RIS b A
L, TOHEERPREEOKRTH 720, TERAOI A
L2bDTHEZLIEERLPIZENT. ZOMIET
Bl TREOFEN R EINTZZ LIZDOWTHH L 7.
Keywords: Zfi7 Vvh a4 K, v r+E, TFEAE

INRRERL © F /<7 ) TVOIRETGEIZ X B KR IHMEADRE
BIZOWTERS.

7 7> 7 2012:481191.
WAEORMEREM OMAIZL Y, F /3T ) TV EHA
ERM, RS, RS - REMEISAT
LIFFENHED SNTEBY, ZOY—r v by =7 HRE
IR LDDOH B hd, #EHIHTLET—5 0%
R LGRS ST Wb, il OfbHWE 041,
Z DALFHLRNC I W THUH & FBD T AT 525,
FITUTVOEEL AL LA, A
A RTEARGEO Y I & R L OBIMRICHE
HUZ# it T b T b, Fl 2, IREmE-ARHE
KTHF ) A — Vi b EEREENRI ) K& D
CEFHEESN TS, 2, CNTEoMMEIRF /<
F)TMIOWTE, iR X EHME L OBRIZOW
TEL DHEmP R EINTEY, LY EWCNTO I HE
LIS AR S W20, 1BEEHIEDSRBLL %
TV EPHMEINTWS, TROOHBFITINA T, I
g, F T T VOBEIZL B RIERADEEE RIE
THLMENALNSL X)o7,
Keywords: 7/ <7V 7V, HEMAg2, 5T

INRRERL © BRI X B — R N 2
RIEDFLF 2013:55:17-22.
BREEHPICHAET 2802 & 2 — Ik AOERE) 2 7 12Dn
T U7z, oY 27 220 2 7 HlFIC OV Tik
Wy ALET, VAZICHTABRELET LT TR
{, F7-2WBHREEP, RBRKOAMEIIOVT, EE
MM L CTB L S LD HETH D, AfaAs, o) A
7 BRI O ZFO 21 LT, 2L T AHRER
ERETENIIFEVTH 5.

Keywords: §f, A EEFFM, 15 E M

B 1 77— L I X B TiEh o BUKTE(L

EWORINZRE S5 7.

7 7> 7 2013:49:252.

7 F— L YBEBEDBUKEALE Y ORI 52 5 5%
BT AT, F /T TV O EESET

DI BEVEIZ DWW Tk R 72,
Keywords: Fullerene, Agriculture, Hydrophobic chemi-

cals

WY 27, JEauaE - i S OfF Y E BB
EEFDHERK

7 7w > 7 2013:49:17-21.
BRPICEREZOFEWEIFELTBY, Ihbo
B X B 27 2552 HIYT, Fix OfifD
ENCX o THEBINTVE, YAZEMERD1IDE L
T, PO FRERTEREMORENH L. D
Wi, TOFEWEOMAHAEIET 5, FAWEAH S

BBAIERIEEEAH#E T L VW22, Y AT
Mg L LCEITENDE., IO DOMEDOERO LB %

WIS H720D121E, TOAFEWHIZ X BEFE~DY) 22
ZEH T 2 LEDH L. FHICH VAR A T T U A
LB T— 7 2 RMT 2005, i S OF EYEIEN
HBIELETH L. ARTIE, B> O OFEY BN
SE DT, I S B an A ZE T A T HRIGE 2
W L-HEWE O ZPLE LTRATA LI, A
EWEENEEEDOERERHT 5.

Keywords: food contaminants, estimation of daily in-

take, risk evaluation

H Y 2 F 0 i o OfF EYEEIEHE S

Brn A 2013;,63:9-19.
ER2roOFEWEOENEHEOHN, HiE *E
B, FRAGE:, FEE EREICOWTHREL L7z, FERlE L
T, 19774 LBEL TREBEL TITbRTwa~—7 v
FNZ Ay BRI & A FE W EEIGERE, Pk
2343 DR GUE IR e 5 — i - )1 S BT U G L
7 ORBEHE R 7 2 X AN D) THEEFE R
g, TEvFAarvayIal—va i 2aNErS
DY A FF T HHEBEREEEZ BN L7
Keywords: A E&EWE B EHEE, ~—7 v XA 7y
MR, EvTFAMVBRYI2L—Y gV

ML - IR A E OBE &R RO,

FFIZ +— 7 /b 2012;217:351-3

FaniRIW A ES (AEE) (XA O Bt ki
R B 2 PR L 7255 @ E 0TI TH 5. BAI30
ISR o2 e R IV FEs, i & LT
SN2 YBRAKFEZF P T ATRAL TV e FRITX
5T EHVHIL, JEAEE (YRR I Eamamy o et
MR 720, Bl I OBl & 22 EH OTIAT 2 fan ik
ETED . VNI Emfr AR A E BRI RIE
S, WHAISSEEITEE LIAHE Sz $72, 4~ 84
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7 HBITHH oBgIEZ B L, BB odicd
bETUETAHE)ICED LNz, TNETICEIME
TUE S, PG BIZ 4 01988 B A 5507 HA &
RELHML7, BE, BIMBEEOWENEHENTT
HOENTWS., EMRINAEHEOHEL FROELEIZ
DWW L 72,

Keywords: By, AEd, #H&

faligl, KAWT - pu7 /4 FEREEYW T LY

—IIEDFBi.

Functional Food 2013;6:191-7.

Hag /A FEECRBIUER 263 5720, kR
KEPHL, 7TUVUVF—RELIHT LI EHIRINT
Ww5n, a7 /A4 FORTREAITEICS V- IaT ~
BRUL, ARTNT I VREOBSEZIIHIL, MM
LT INNVAT A =5 =% LZRIREL T LoV F—
DFERE L, Th2MlaEN 2 W T LIV ¥ —IKE~ORAT
UL 72, aF— PFRIZBWTHB- I a T LDl
FIZOWTIE, s L ORI v 7 RS
B E, HAEBOILRO 7 LV EF—IERDIAEY A 2
PENZ EARENT WS, KETIE, BAuT i
e asF /4 FO7LVLVF=TFRICET 56881120
WA T 5.

Keywords: B-7 25>, a3 VA, LF/—
v

AR, HERK T, ERFET Z@HET:

NMRIZ & % HH8ILEY Ot 2 & o ek,

L A AE 2012:53:228-33

BEEORVERME I IMEMEZRD L Z LA TE
L)y —n ek LT, ®mNMR (quantitative NMR
(aNMR)) 2EHZEDIHO TS, KiflE, hET
DERGHTE LAZFEIIZ R % o 7o &IC D &, iz
T, WBIE S LD GFICE SIS HTRTH ), &
BEAMETHIEICE 5T, bt LRI 2 ARA R 1 fif
Pk D LI SN TV, AT, AT IR
F % 1l WU it R FEE Otk S EE ) 2 ~ D gQNMR D It H
Bl %A L7z,
Keywords: qNMR, #ixfEm, FEEHEALR

*1 (B) JEOL RESONANCE
AR T (KR

PRERF @ 7K 4 S4B

SAHE 2013;1:18-24

77874 F (flavonoid) 1?8 % & 554,
HEWFN BB X O EBEN R ENEOBIE 2 S, £

KpFEHEZEDRITTWS, 77K/ 4 N33 TIT—#
WIRELHETH Y, FBENRLVE -3 S840 T
A, RiEFwTI, mhICEEINL BB T IR
A FEZNLI, AN 5ES X ORIEIZ O W TR
L7z, BECRESGLLETIRIAF (a7 by
T=Y V) OHGHECOWTHRAN L.

Keywords: 77K/ A4 F, LC/MS, 7u7 s 7=

v

WASEEF, ANETCHE - ARHHFES I UOEHUEOSL

il - Z &M T 57212 -,

& REE 2012:11:52-7.

A EEM LT SN A28EB L UERTEICOWV
T, ZOEMEALETORERPLBMEIEE L © N TH24
EAR IR SN HE TS5 AF v 7 R Fi Aol
JHICET B38sHIC oW TRA L 7-.

Keywords: #rH., ZFaralss, MK

THAEE, Bk, WMEBET, HEERE: K

0Ny F — g & HIg 9 R JE. Basic re-

searches for the control of Campylobacter food poi-

soning.

HAR#EA 2012;70:1298-303.

WHEN BT MWL, EER s BEK
ERIRAIZTIED DWW H L. TOHRT, 7
veuny y -t 2oHg BRI
WZHSIS A MRS D, BUE, BE MR E &k
O, HHESNTCW MR ETHROERE TH 5. &
ENZ BT O LRI BT 4 E Il
MBROOLNTWLEPHERE L VW L. H TNy
7 —i%, WERERPEEA ML AL EoBERIIIEE L,
MR THML 2w R EOREE b o Tn5b. IRET
OB E LOFEN SV 2, i TG L 2 Wil
BRSNS TH A ) L EZ NP HETH S.
By eunNy y =5 Mo s KM & AT A % % 5
R, AWHIEIR RN 20 K 2 AT LT KB
WH5b.

Keywords: Campylobacter, control, food-borne disease

HABEE  IRER 0% 2 )7 & EEEA .

HH 7 — F4 3 %0 2012:325:19-22.
DBETEI—FT v 7 ADRLIHTA FT4 I2HE
W, Y A7 FHIOR R % Z T BT Z EA L 72 o
BRI EET LI I o7, HWIBEEZ)E L
72, EPNTHD TOEEROBIEIEHED20114F IR SR
7o, EahOAMEIEN R S AR 5L, TREBO
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RIS X DA Z BERD» SHRT5 L VWIEZHTH
5. WHEORGMOBA TIIHEBAED AN SN S 2 &
BHTH Y, HHRLANVSIEFITR 0, TREFHIC
B2 & QWA ORI % FIMr3 5 SRR % FH
T 5P ERYTLORENTH S, THEHIC K 5
AWpa s ba— VIZEELR RER oW T Lo

Keywords: indicator organisms, food hygiene, Interna-

tional harmonization

AHEEE D WEMED D) 22 T7a 7 74 Vb
MR 2 38 A L 72 BIRS L e £ C.
i & FFF 2012:54:59-64.

EERTHOBKIERIL 3—Fv 7 ARARITBW
T20074HE IR E SN2 A7 FEHMO 720 O 5%
(Metrics) D# 2 FIZ L7228 THiRT S 7o RS C
Hrh ZORKEZETTORENRHENERTE, ER
MERICBIWEMEm D) 227 707 7 4 MERK
L, YHHmEARE DY X 75217V, 250
WA ARS8 A L 7AW o B 0 38 %
TH2 kil 5.

Keywords: codex, metrics, Microbiological Criterion

HABFE

HEADOFRH.

HH 77— o3 2 2012:332:61-4.

20114F10H 1 HiifT S /- A R AW o BAS LI,
I—F v 7 ARBRITBVT007TFEISKES A 22
BHO2DOMIEEE (Metrics) %A LK Shi:
MO TORMEETHLD., I—T v 7 ADORKDL) A7
EHO7-0DOBMNEEO A F I 4 VI L Tk
HESEZIZLTWREEV, BINEZEAT L5720
WE, B Z 4 HEM (Food safety Objective;
FSO), ¥ HAZfE (Performance Objective; PO), 3%
B 3k#  (Performance Criterion; PC) #i%®E L, TN
HIER SN TV D 0 OMGE% 1T ) AW F R EHE (Mi-
crobiological Criterion; MC) Z#/R$LEXRH 5. ik
WAL, ST v TT T RGN
RBEORHI RO SNTEY, SHoEAHARD
MTHEHEIZE, ZOX) BREIrOF TV T TT Y
R A5 O FE BRI 0 3R BRE: & L CER S Tw A1S0:
ZHERL L 7= B A R R BRI S T . 4
Il D A= £ B O BIAK SR HE T, oy AT L T AR A
BRENB L7201, Z0XILERNHLH-0TH
5. & ZCHNATE RN RBE AR S 2B RICo
WCOFBLL 7z

Keywords: metrics, Microbiological Criterion, Entero-

RHEERTE OGRS & R S A O BRI

bacteriaceae

KIREHE : <) ¥ b ¥R X B R

M E o1 0 X 2013:41:94-100.

WA REAT HHEWE (AR &, WEE
(marine toxin) F 7213 AW # (marine biotoxin)
LRSI, DVETIHAT ZEWME RIS X 5 &P
DIFEALER DL, WEAYRIC L 2 &L, FE
R 00, EEALLEICELIHGTEH NI &
o, B LOBRELHETH L. fEEEYEIT—
HOBISEBNT, AhEOENAERIEAT SO T
%<, MHEEEE % E ORI 7 VB, MW % E0%E
L, BWEEEZ N L TR - BFHEINE, 20720,
Y oR i, A, RHWERICELGSTh, E5612
IEARZERRE VOIS TH D, KT, bOET
ML o TR BMEADIIC L 2 EPHEEZ LIS, 2
DOERFNZDOWTHSA LT,
Keywords: R, AW, BHRGETEG

g T ) O S P %< o Fs )

F A I Pz 2012:15:26-30.

TANWARAEPHEORKE LTEELR /a7 4 VA,
FRY ANV AFEOHEGIGER Y A VA, ARFZEY A v
A, ERF4Y AV ZIZOWT, ZORARN, 5.
IR, PRI W TR L 72
Keyword: Norovirus, Hepatitis A virus, Hepatitis E vi-
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P o AR
B E 1 b X 2013:41:61-8.

ABIRFRIZ AR % 4 VA (HAV) 12 X 5 2M80F
KTHY, GlEFEETIIUIZLIZRMZ A L CHERSEE
ZHIERITIEND, AMBENEGYES L THEEHS
NTWa. BHEEICBWTIE, BEBRLEOBRDICL D&
ZHHEOH MY, BmfE LN L COERIEGHBELE
1695 & & HICBBEDOERLICHE ) BHEL2EEINT
W5, EAEOTRDE O A BT SR B4R R 150861 ~ 350
BITZEDL L DA EHEE SN TV B DS, RYLH
YRR I E ST w v, BRI IO &
ARIIF 25 £ P13 20004F ~ 201 LA (S RHLOFH 25 &
TWh. Z0% L I3HFFEDOFRETHAMLEFE S Rk
HYem 2 72 WA RN E SNTwb. A AR
WEMEFEINTFHHL DD, 2010EFEFTITART &
BEFE L7z EEREEE, FR IR E 07T B B L i Fe ik
BIDMEHE - 0T X 0, FEMGRIY 2 22 A & 5 T2 2510
IRNTHAT DN AER, ST TERAE D ATIF&FHFT
BHRHE SN TWAR WS £ ZOHAVOH % 20 72 8
HIC X IR RIS EROIDE TN T2 R TR
RN, ABFRAETEO TS LCTIx, B
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FHED O OWHGPIIE, TR D S O A LR LA O
BB LY R R, IEINVERIR O R OER, T2
FUHMEPEETH Y, PREFBIOEET -5 LT
BT T — 5 OFERPROLNS.

Keyword: Hepatitis A virus, foodborne infection

INERTF B LwWHEREERE eI 207 FT AR

L BROWIL I L AT 4 AT

7 7> 7 2013;49:27-31.

v 7 AZHFAET BT RO Kudoa septempunctata
WX pfhEe, BRABOY VIV AT4 A T AY
— LB EPHIIONT, TORENS, BUEETICH
Mo TWBEM AN =X L &M L7
Keywords: W3, 7 K7, YV aTvy A54 A

IR ) 7 FT eV AT 4 R,
TR REHHE R 2012;33:147-8.
Kudoa septempunctata = 18 2B 5 ERGEIR, %
&, MEREE RIS
Keywords: frpag, W, 7 K7

NG RT BSEEE NS AL T MR T V.

HHRE L 2012;30:23-6.

FARHIZIEYT A4 I P T VICBL T, (HYEE
BLOEEBYORIREEIOT 220, BilillzE &0 T
AL 7.

Keywords: ¥4 I bF > >, flEHeRE, Bl

ANV RT, SR, RVEEGA, MERTRESR - FRASENC
BUFbHEEHDY A 7 FHI.
B A 2012;68:15.
DOYRENCHMET AEMTOAEHEICHL T, F0ihg
FEHE & EFE ST ORI & R L 72,
Keywords: 7 © 3, BREEFFAMN, #HEEHb

IERT 3 LS A R Kudoa septempunctatall X %

.

Nippon Suisan Gakkarshi. 2012;78:828-31.

b 5 ANIHEET B HFOFEW Kudoa septempunctata
ZREE L CGEZ 2EPHICE L TRHL 7.
Keywords: fipag, 7EW, 7 K7

IMERT  BEEEORf b F v 4w/ F Y

v OMEERE 4-1) 805 ANE.

H ARG B 7257 2012;:404:1521-7.

BH MDD B A CEERENGICZE O, B, B
PAZE U TR I L 72,

Keywords: Z2SAME, HEHE, VAZTEARX Vb

Yusa S, Oliveira-Martins JB*, Sugita-Konishi Y,
Kikuchi Y: Cellular Prion Protein: From Physiology
to Pathology.

Viruses 2012;4:3109-31.

The human cellular prion protein (PrP°) is a glyco-
sylphosphatidylinositol (GPI) anchored membrane gly-
coprotein with two N-glycosylation sites at residues
181 and 197. This protein migrates in several bands by
Western blot analysis (WB). Interestingly, PNGase F
treatment of human brain homogenates prior to the
WB, which is known to remove the N-glycosylations,
unexpectedly gives rise to two dominant bands, which
are now known as C-terminal (C1) and N-terminal
(N1) fragments. This resembles the p-amyloid precur-
sor protein (APP) in Alzheimer disease (AD), which
can be physiologically processed by a-, B-, and v-
secretases. The processing of APP has been extensive-
ly studied, while the identity of the cellular proteases
involved in the proteolysis of PrP® and their possible
role in prion biology has remained limited and contro-
versial. Nevertheless, there is a strong correlation be-
tween the neurotoxicity caused by prion proteins and
the blockade of their normal proteolysis. For example,
expression of non-cleavable PrP® mutants in transgenic
mice generates neurotoxicity, even in the absence of
infectious prions, suggesting that PrP° proteolysis is
physiologically and pathologically important. As many
mouse models of prion diseases have recently been de-
veloped and the knowledge about the proteases re-
sponsible for the PrP° proteolysis is accumulating, we
examine the historical experimental evidence and
highlight recent studies that shed new light on this is-
sue.

Keywords: Neurodegenerative disease, Prion, Proteo-

lytic cleavage

Roche Diagnostics Deutsch and GmbH, Mannheim,

Germany

RS T o B R K B A P 0 B D R L

AR =2 — X, FFH 2012:5-10.

3 H L KB T 0 T9O90AFAR i = 20~ © 9 BB e i Jt [R]
WeLTHRATHEHINTEZS, BICEELHATDH
BLLBRVWETHME L 2o T0h. PVEETHIK
REGIZREITI L, TEE - ACHEORLEOHGLH



254

#1315 (2013)

W2 EnS, EmOHGRI O R AH IS LT L
SNTWVS. O - LB IS Wi
PR O B 2 MIET O ZAL 70 &R A p A s A IR
WBELL T, 4%b, AR CoRE K
WHEGORERRPHBEECoTamevi e, £FBRET
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MR OEIRRLIES N, Floim)) Rtttz &
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BROREMRIED D 5 B &2 H VLA, T 2Rinsk
C BWALEL AT S . HE s e NS & — B
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L, WAMIT A IMEZ R, @R s 5. A A
RZEVI) ZEEFHWIBE LWL ) 72, #HR»I
N K = B
Keywords: Ml 3FNg, hnzk, &AL

FEDRRAC T - G - EREOY A TN FT Y 2 <A
a bR UOERE1-2) BESHOIA I NFT V.
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MO EOERE LT, ZEORTRRARE W
ST 72T TR, <43 ¥y AKROREIC
W HYAZIZOVWTHET A2 EDOERIIREV. £
2T, AT, BENRBEEZBERT LAY/ I NSV VE
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NED LX) BB EY G XTI REED D 5 DI
DWW L 72,

Keywords: Mycotoxin intoxication, Indoor environ-

ment, Mold contamination

KVGEGL : EhHERYEE LT "7 F 7" 1CET

BT DA,
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WE4E 6 HOEAEGBEOMBANZ L), v J XTHET
BT 1 O Kudoa septempunctataB™ £ o 95 A
WEE LT bbb o/, L2L, 20O
K. septempunctataS R W & L CRHE S 15 L2
b, BHRHGHAEE C—@Eo TR 2 2L, BiE
TH&H B AREFEIAH T HBERO T 2 065G EhThs

D, FREMD 122 T AR STz, Ll
BAG, BEOBLARS, ST SRR Y £
WA, ALEWE Z: ERR ST, mibah/ze LT
BEOFERLIEH LI Lns, HEROFEICES
T, HIBEROT 2 ASHSISHE SN TV D L) 2 & T
Hotz. FHIVoPT, KAlZZOFEHIITK
septempunctataSEIEEIZFEL TWA L T AR ERT
HTLICEDRIET LI LR LI AT,
K. septempunctata\ZFd3 5 I NF TOHMAE, BX Pk
DD WS Do TEK. septempunctatall
B 2T OHLIZDOWTHEA L2,
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Kudoa septempunctata a3 2H L WA B
L OBATEACEI L CIREL L 72,
Keywords: 13, @40, Kudoa
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DV, FEERB K CENTLE ST O G B B F
Z, FH234E10A1TH X ) 2 DIREN#AF (AFB,
B, G RUGO#KA) ICEHEIN. ZIITEL BT
23MEHICFEM S N H [T 7 5 b F ¥ v OBk
Z2OWT]IZBWT, B7 77 XY VD700
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BYIRAEAL PR B O FIE Y A 7 3 M HDL O R & 5
B L, HDLO IS 4 & oMz 53 L 7-HDL
FEEEML Y X HABCALOEWRIC L o THRES
5. IAEHDL EA3ESEH %2 HIW & L7z ABCA1 DG
HEEREIC O W T O ER SN, ZOHEMETLIIZDH
7B AN ALDERPHLNIENDDOH L. Kid
TIE, EH O 2% L72ABCALO 4 % B L CHDL
PEA ZARME T 5 ABCALMI EAE & » 28 7 HIZ2on T,
SHIIYFHETTORIED VY Yy 7 THSHmIRNAIZ L S
ABCA1D ¥z 12 i S B (2D TR L 72
Keywords: HDL, ABCA1l, ByfiRfi{k

FEBT g7 Ly oWk & Bos k.

BRI E -« 7 L F—FF 2012;57:556-61.

HILSHERSEDEE L7 LV F—EIREZRI LT v
7 I ALOEWT VIV %, HALHEIC X B HALICHT
WTHbEVH)IBOUEEETSL. TNHLT LT Y
B 2R COMEORNE, ZRoWHEORME
MHOEREROWE, ZhOWHEITHT 2 PuAMEI X
57 LIVF¥F =Dk (Component-resolved diagnosis)
DEYIZ DO WTIRBL L 72,
Keywords: W7 L VA v, b, 7L LVX—2H

TEHT  MKMRNECE DT LVE—IZDOWT,

7 7> 7 2013;49:116-20.

20004EFKD HAR T LIV F =245 TOHD TOIERFHE
UK, £ ORERIHE SN (H) KoL <A
WNET LVE—DFEFIZONT, 1) [bhmESICEF
MBI RNEN X BT LIV — 55 F6 o JiE L 03¢
#, 2) BAEOBBARICHET 2 RNOE, 3) HHEb
IR 728 R DR IZ D W TR L 72
Keywords: AR #/INE, g, BIFEI7 LV F—

Ve JEE WET 1 TR 2 o 22 SEBRIC B9 B B & i

.

SAHE 2012:4:182-6.

TR R AR DR % % Bl L T 2 [ R AT
FHEICX D MGHREEEOR LT 5 i (BERIL
B 1 A, BUAHRE OB A S L 72,
Keywords: B AR, B RIAL TS0 X 5 R b
EDRj I 5 A

W E R WET © A5 b O RO R S k.

Jed1# 2012;38:129-36.

WEETHIRETORRICE Y, EHNEMHIZOWTR
BREHBIA T DN B ICE 572, ARTIE, 1BOIZ20114E
DA OIASENC B 2 A ihh O g RE B f OS2 o2

BRI, K THEDO B BETT Gt NICBRSE €
=% 7 TOEMPBESREIE DWW T Z 3R,
B BIC201L4E EE D i & O ST BRI IR (2D W T 5
L7

Keywords: I MHEWE, RET=5Y 7, Hl&E

WIFEWET © ST ORUREY 2B S A gt

B 2012:62:15-21.

B DREBIHOERICEL Y, ENERIZOWTR
SHREMBIAT DN B ICE 5 7288, MiAEORA L 72 58
SR =27 VL, £ ORMERRITHRET 5720
DHEL R R TWhEDPoT. 2T, Eh oG
WEDOE=5) VT EWRNAT) IzoD, A7) —=
Y ER T REMERIZOVTRE L. FORE
N 7 759y RNV EREROFHEEIE, LR LR
AUETIE, A7V —=V 7 LNVOBEEIC L b HE
T 5 I LANEY) LA S, SFR23E 7 A ISR
LS 7z, ZOMIAEDHWVT, FR23MEEE O bl i
F1400K R ORI I v 3K, Btk Y v A DRER
e Uzk g, Sz ML 72 b 05k (04%)
THY, T=%) YK EFIfTbRTWS 2 L x
MGE L7z, S 512, PR2FEAICHER, =i, HE
BCTbh=sNF Ay MABR2ERL, It a v &
YT AR ARERWE L, EMFERLE R E
R L7, TORE, BEHES 7 RREE MBS DL
TIBETLTBY, Bt v 2 0FEMETLIEDH R
(mSv/year) 1ZHEHBH0.0021, EIRLELA0.017, H&ESLL
M0019CTH -7z, T/, BEHEA ) 7 AAER LIS
WX, 017~020mSv/yearTH O, HIKF TR E 7
ESTNCY (B Y
Keywords: BUHMEE Y A, A2 Y —= v 7 FHE
FERh

hR e, FEHT FE 7LV —RKBICBITS

FRPAOERL. 7LULNVF VEERIGEVROH LW

W5 4. EXILER:.

7L AF— - R 2013;20:63-73.

M PRI IgEDFAEXFE S T LV T v~ DK
EDHFEZRTH, T LOEROFEH L IIHBEL %
v, A, b MEEMEIgEZAREET B L OiRE
HWFNF-ATIREM NV Y 7 25 —F¥ L R—F —@E5T %
BALZZT v MOEFE< A MAKRRS-ATLSH L %
W, b MgEORELERT B~ A MiREELE v >
T I7—E¥T v ALY BErOEKEICHRLT ST
%, [EXiLE#:] Z2HER% L7z ZoFdud, ReEm
Hr OB RN 2 ENTES.
Keywords: EXiLE, V37 x5—¥T7 vt 4, Bk
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ek Az, T EAE, FERF Y NCEEINLIGE

Kty 5 87 B OIRHT.

FFI Journal 2013;218:36-42.

Buckwheat (Fagopyrum esculentum Moench) is a
common pseudocereal used to make noodles, pancakes,
soups and gruels around the world. Buckwheat is re-
ported to cause immediate-type hypersensitivity reac-
tions including anaphylaxis, which is mediated by spe-
cific immunoglobulin E (IgE) antibodies. Several IgE-
binding proteins in buckwheat have been reported as
possible buckwheat allergens. This review describes
the immunological characterization and identification
of an IgE-binding epitope of Fag e 2, which is one of
the major allergens in buckwheat and seems to be a
responsible protein for the immediate-type hypersensi-
tivity reactions to buckwheat, and also describes the
comprehensive IgE-binding profile of proteins (allerge-
nome) in buckwheat seeds using immunoproteomic
techniques.

Keywords: buckwheat, allergen, proteomics

KHAT, RBEXET, HKRET, HIE": KE<T

D [ S8 5 R KGR BE 0 BUIR & B — midodrine,

gemtuzumab ozogamicin, bevacizumab% BliZ —.

FEFZDH DA 2012:242:612-20.

KENZBWT, BT FRA ¥ MTESCEREGD
KERHIETH 5 BHAKEHE" X, HEERBICBTS
FHEOERL e AF2WHEICT 5 —H T, HIERER»S
FI204E R0 L 7220104E 121, MR FRIC L D Tilis T
W ERBEMAFDAIC L DI LO TRV E L E %2 5
FHIE L7z, 20 L) RHEBOFRITIE, FRHAA
T4y bR WET 5720 OWBRICE T AN, W
ZEBLTHHRNIRA T 4 v FER SN ED
BV FRA U MIETHRENER D 5 Z &S
nNTna.

Keywords: U#KRE, BT FARA Vb

" RPN

FHFE, WIEE" : AhHEL O TEL 2T
ApaE LA ~ R~

F ¥ AN FAL X 2012:15(4) 4-8.
APHEEOER L ZOTFHITHT LY MAIZOWN
THFBLL 72

Keywords: Foodborne illness, Prevention, Five Key

FEHFRE:, Kk, FHIXT  REIT2014EI25A L
7 AERERY B O KB h T N T LA 7.
B 2012:62(6):7-16.
KEC0IEITA LB (h vy u—7 20
v, 2L X) BEORBIEEFEET Y M T LA 71
LT L 7=

Keywords: Fresh produce, Salmonella, Listeria

FMFE : EhHOHEEREOHME.

FEFFEH, (EHLM ) 201272:12-4.

BIEDY — <A 7 ¥ 2T S e WBEERRIS D
B AP EEFERIEE O TR L ORBLL 7.
Keywords: Foodborne illness, Active Surveillance,
FoodNet

IR, KFE, FHLTF 201241 KRETHAL

EOWH 7 ahELH EE LEMICE 5V E L

F (Salmonella Bareilly, Salmonella Nchanga) &4

T MNTULA .

B 2012:62(11):7-13.

KEIT20124E 12584 L7z A ¥ FEEDEDE B~ 7 ah
HEHMETE LRSI 2T VEATERT Y T LA 2
B L RS L 72

Keywords: Raw, Tuna, Salmonella

BAILE T © B4 A 7 ST DRSS ¥ % &

LEMTLFWEDOI A2 % EZ 5.

H AR 2% 2013;38:21-3.

BT ETNALEW-E D) X7 GO WT, 5%
BRI NN, R, RENS, & Eof
SNCIRBE L7z, U A2 W X BRHFIEEM 2 b & 12
A7 DOKEZIL B A7 FHOBEIMLAT &) E
AN L2,

Keywords: risk analysis, food safety, chemicals

HBWOE—, AEEEN 7 AEHICAE S W ZREIER T

.

HARBERE (B (4 2

e 7 77— F =) 2012;1026:18-24.

EHmOAERR EIEH) OFBUIIMENZEDFD
LN, KELTEMCHLLMEE 25, 7/ A5 L
21, BEFER (FREOER - A - RE) BB,
IY—BEALHMONL. Z0 X)) RIFIERGI 02D
i, B TTRBIR Y Ny BRI A T T b
DWH Y, FHEHEBIBEAENBNLFEKRE 2D 9
b, AR T, FEHEDPFR KL, A Hh=X
LA TH L Z ENLHMANEEE ShTE72, Wb

—FEH DL
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W 2 H BRI EERIEH O 7 ) LSRR AT 12 FE
D, ThETOMEE T LD THAL.
Keywords: HLA, pharmacogenomics, sevsere adverse

reaction

REREM, T AT A =T VRV a vV VI
ekt (SJS) B X UhaitE R IERE (TEN) O34
RV & TR EF.

H AL FF K 2012:4613:60-1.

HBFREH O THBRMWBEDS RV E Shb. #5
DHTYH, AFA—T YA Vary vEEE (S]S)
KOt 2R BstE (TEN) ZEETH S, SJSE
TENIE, £ OBRFEMPERE 2D, KW - fiEHRO
R - LA, BRELTHEIRE L, REONKE - U5
A - FIBERIFE A 4 5 D10 % K DA % SIS, 10% 2L 1
DO ERTENE GEEI NI LEDSL V. BEFIIAD
100 AH7-0 4 AFEE LKW O, FIEED Y
L, RNFEOBRNREIED RS 2 03B 5. ARHLT
&, AT A =T VRV a vy VEGR L bR
FUAE DA TIFSER S B X O R B SR IO W TS L
7z.

Keywords: Reported drug, Stevens-Johnson syndrome,

Toxic epidermal neclolysis

AES, WINET, BERIET  HRAZNRIZL
AR/ A AVNEND S N BN T N O WA B sl Rt £ 3
.
Pharmstage 2012;12:1-4.

NA T —h — IR OBRBFEOYL SRR, Latk
DN LIV T EPHFIN TS, T K[
T, N A~ = —%FH LR RED, 20105
B CHEIH0REITBIML Tn b, 512, ABTHlil
BICRNSCEOSRETVITbNR, N F~v—F =BT 5
FLRACBIN SN B BIAIEIM L CTBY, 7 2 284 F
<—H—IZBLTIE, MEFICE R TV S, B - B
RHA M T O 244F BB - BN LR 7 7 > a3 ~
7T 2, TR IE D W N, A = — %
%, FIH$T2ZLT, #BIY, HEOESVGE LT
W, BWEOEBZHET I LWL D, FO70,
[l (R EANA) OFEBIC X D IIEROMT
PEELE LGRINLZ] LRERESNTWE, N F~v—
H—Z R OBEREE L LTHW LM, F2EEND
TEMNFFIHCLHHIE, 4B MET 5. KEHT
&, HARANZRMRIC L 7zRSEGOSER) - BIVEH % Fl5
B72ODT ) L AT RO — MENICE BN, = —A
—HERICHEL, %55 O E IR,

Keywords: Biomarker, Pharmacogenomics, Metabolo-

mics

SN, B, HERF, REHE, FEt—
T IRR L SRR ISR D N F~— T — LB
LF=zF P =0T > XFE5E 2013,3:43-55.
FEEHER BB T ROSHEDO H S, RIS
M7 B EWERNI M Z <, FRICHERE 2 IE I3RS
MmOBIEMEH OB P HLHEE o TWAE, N F < —
B —FRWERH OB LR ZIICAEH it s h
70 A PINCENTSEE L Tn A, BlZIE, s
YEr, 7u7) ) —VEIZXZEERBICEHL T,
ZOFRIEE BT S MY YoSERPUR (HLA) T
A, HRAZEOGE K OANETHWEShTwa. 72
PR EICBE L CH, FillT AN = —d =R
HAHPIZR>TETWS., —FT, BREEWERZ WL
)58 YT EAB L OEANRET < — 7 —IZonwTH
FrFEELONTBY, PHTHLPME L H 5. A
T, FHESIP T TWAIIEEED, TS ORH
DA%, RIEEZEZOTHI LIz, N F~—7—Hf
ZENE HITHEAR, ERELO XV ZERMEHIISH IS
TEEMEELw. —HT, IS ERERKRIOSHT 5
72D, B EMZEIC L D BOA LIRS 2 &8
WOTEETH), ZoHEINFFEINS.
Keywords: Biomarker, Pharmacogenomics, Metabolo-

mics

FHMAET ICH-S6(RD) A FI4 Y ORUETDOER L

S OFE.

LFzZ M=o > X555 2012;2:175-84.

H - K- EU=EEREGHTIN—EF A -2 3 V]
Bk (ICH) oA 52 7 vy —sHEEOIEE
IRABRIZ BT B &I T 5 74 T4 >~ Offis
AICH S6(R1) O & LTAH SNz L &%)
T, TOESZHEL, WICERIENIERREFMICE T 5
LBOBEIZONT HBL L 7.

Keywords: ICH-S6(R1) guideline, biopharmaceuticals,
safety evaluation studies

e b (EAR) mEFE, EEE: 370270 7ORED
S~ R A WIS R B Iy u s T OEIETRE
fit~.

H R 2012:140:216-20.

MR CEIE E LTHRETAI 7027 T,
FEREIRF UG & 70 0 MR I 2 B S 8, AR SR
B, WL, LMY AL L CHERT 2 —
Ji, AEENEYEYE % e A O U TR DR 2 1T -
Twa., ZhFETIzuy) T, 2 ORERON
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BRI Z7a7) 7T rRERMNESRE L THEDONTE
7. LaL, EEOWMZEICLY, MN~vso77—-Tk
WeINTERIzus7 )V T78RE /) %4 Mexru7 7y
—VEIGRFEORL M TH Y, FHARSRIE O
BAEATHMBTHLTRENEE>TE72. ZLT,
IEHMOFEIER X 7 1 7)) 7 3P o Hefi BB Tl 7
<, MMNBRBEOBEA, MmN, RSB O
7z &, W R R O R BB BEAR R I ORI IS BES- L T
WHLZENHSIIT o TE HA T, Mg
B A3I27027) 7TOEERICHET2HMAEETHY
b, TOEHI, I70r )T OLK AR
H2WHLNERoTWS,

Keywords: 2 71277 7, FhicssHR

Kanda Y: Cigarette smoke and breast cancer stem

cells.

Journal of Women'’s Health Care. 2012;1:¢104.

Growing evidence suggests that nicotine in cigarette
smoke plays a key role in breast cancer. We found
that nAChR regulates breast CSCs via Notch signaling.
Our finding provides important insights into the rela-
tionship between cigarette smoking and breast cancer.
The development of agents that disrupt the nAChR
signaling pathway may provide a new therapeutic ap-
proach for the treatment of breast cancer.

Keywords: Nicotine, Cancer stem cells, Notch

AL @ & NI 2 H v 72 BE3E i o0 22 4 VETA.

7 v > 7 2012:48:862-7.

PR3 LR RS LT TH - TH P ORIEH
DOFEAN LY BRI TSR 2 L Shb 7 —
2N3H %L kv, ThE TERMNERILE DA 7)) —
SV 7 3B ORI ¢ ML 2 & & v T T
BNTELD, b MRk E DEEIKRE CFliRE LT
FoThhr otz FIT, b MM SR L MRk
RHfOHEHIZE Y, v MZBIFS1EH DN vitroTF
WTELDOTE LWL RELZHEGIEFELN TV S,
RS2 ZHUE, v btk LI OWFZER 38 D5 TR
FEMCHE A, O, RS, FRHIIR 2 & SEIN AL
THEEEND L9127z BRI & %2 tkiriic
B 728 & AIEW IR IS e o TE TV A DS, RN D
B v, ARTE, EHEEE_ESWYHATNS
t M iPSHANE H R LI % o 7 PR 3E i 0 22 A PR RTHAill
DOBUR & IO W THESL L 72,

Keywords: & MPSHIIE, Oisrfb, A

K v MPSHINED 5 ORI D LS.

HARFERS L 5% 2013:141:32-3.

b M PSHINEIZ PR A R B A~ DI A HIFE S LT
W5, FEERICE L Tlde MPSHIKH Sk ERRE o
REWOWRPEETH Y, EIEEE DM 2 &k s
NREFEL L. —F, AZRISHE, 5B Zin vitro
THHT 27204 DON— RV, Al 7T
DR R CIRIE SERI LA DR &M R & 5
A2 ) ==Y 7T ETAEEOR LR EIZD 4223
5T ENMFEENS.

SRPER A 2 I ARSI 7o GE 2 AT, ol
b MPSHIatkoEIR, s s, LM o Rk
RWEM, RN IS0 ORI R &Rk 4 B
POBBADPUETH L I EEHLNIL TS, Th
SOMEROL CIIHAEERBISHE R ->TBY, Al
o AR E OIS DLEETH 5.

Keywords: & MNPSHIE, Ok, ARG H

AHB— V¥ ag M) =% 2L LTOFMIN

ff7E.

Drug Metab Pharmacokinet. 201227: =2 — AL ¥ —

19.

] 37 P S8 ity £t AR SR T SR B AR = T LA T
W % iPSHllIE 2 & o upfilia A & - AbEEE L 72 52 E A
ZAIEE T 0 ZZIANZHU) A OBFEIZ DOV T, 3
WEEELL X 2T M)A TV AOHEEIEF L
O, #isrL7e.

Keywords: iPS cell, hepatocyte, regulatory science

AHFE— v A EEEEE O SIS IGH %2 K 2 Rk

D,

HFEREGE 2012;140:184.

iPSHIFEOBFIC LY, BIEOBLTRESL (AKREIN
T&7z, MARTEMNE 2 AR 2 Mo B H 2
T &7 REMBAF ORI FEE R 12 3B\ TR A
B9 % PSR B R & S B RE B IZ B\ T, iPSHH
a2 ORI A & - LEFE S 7z R 2 FUH 5 2 B o
PR S DT, ] N7 B 3 ot T v iy R AT 29T 348 B 203 1K
DT TORRE R Z M L7
Keywords: iPS cell, hepatocyte, nonclinical test

MEPBETF, AR, BEHDGHE, AT, IR
R, E BB R BRI 0 5 = AP
fili ety 5 RPAR 4 - MRS 037 2 I APk & O Biofl i
PR O 720 D 7 LA AR O FE B X OE MR
B,

AATEX-]JaCVAM 2012;]1;1-15.

¥ 2 72 IR RER (Draizel:) OfUREE
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LThRZE SNy VRN ARORE B & O%E B U
(BCOP: Bovine Corneal Opacity and Permeability
Test) FIZDODWTICCVAMIZBIF /M) 7= 3 Vil
Exo T (BRD: Background Review Document) % %
LI =AM 2 S0 L7z, ARBE T s
BOBBWESH O Nz BEEERES X OBRETEERED
LT Vva—v, by, R R EARRBREO—E
B, MBBnTEs, BRBRERIIRYREEZRT I LD, K
ARELEORAEZZEE L 729 2T, BWAEkS X Ok
W % B9 A B IO 72 DI LAY S X 2 AR R
i DBEFE R O1> & LT, BCOPEZ WS Z &1
MIEIX v &R S 7z,

Keywords: BCOP, eye irritation, alternative

I P&GA /) N— a3 RS
2 R PR AR

() BRR RIS
R R 2

FRINBE T, NSRRI, BEHDGEE,

BV, BRI BL R R B SR BR AR O S = AT

Ailf e T AR B2 1 MRS 09 2 PR 35 X OB

FHii D720 D =7 ) i IRER % F v 72 IR SR

Fe )

AATEX-JaCVAM 2012;]J1;16-29.

o7 R SRR (Draized:) oOfRUFE: & LTHIZE
EN-=7 MU RIRER A v 22 R R (ICE:
Isolated Chicken Eye Test) #:122W TICCVAMIZH
FAHN) F—a YREBEOEH (BRD; Background Re-
view Document) % b &I ZFEFI 2 FEhE L 72, A
BRI R R E OB R H WS
BWIEOWNKEEDIX S, T a— v, R, S
R EARRBE O —KE, BRI R 2 EE2 R
L, $7, BEEREEEINLEZ L2 s, REREO
MR EZZE L7292 T, WaEMs X Ol sy ey % &
filis % HIWD 7= I bW B & 5 AR S 31 o B
WEHiio1> & LT, ICEEZH WA Z L ICHEIZ W
IS .

Keywords: ICE, eye irritation, alternative

L) R SRR S

2 TR 2 KA

B P&GA ) N— g v
P BIRL A

Kojima H: The Japanese Center for the Validation of
Alternative Methods (JaCVAM): Recent ICATM

Contributions and Future Plans.

ALTEX Proceeding 2012;1:337-8.

In November 2005, the Japanese Center for the Vali-
dation of Alternative Methods (JaCVAM) was estab-
lished at the National Center for Biological Safety and
Research affiliated with the National Institute of Health
Sciences (NIHS) in Japan. JaCVAM’s mission is: 1) to
ensure that new or revised tests are validated, peer
reviewed, and officially accepted by the regulatory
agencies; and 2) to harmonize international alterna-
tives to animal testing through participation in the In-
ternational Cooperation on Alternative Test Methods
(ICATM). Here, JaCVAM is making steady progress
in validation and peer reviewed studies under the
ICATM framework.

Keywords: validation, peer review, alternative

Onoue S*', Hosoi K*? Wakuri S*°, Iwase Y**, Yama-

moto T**, Matsuoka N** Nakamura K*°, Toda T*°,

Takagi H*", Osak Ni*’, Matsumoto Y**, Kawakami

S* Seto Y*!, Kato M™!, Yamada S*', Ohno Y, Koji-

ma H: Establishment and intra-/inter-laboratory vali-

dation of a standard protocol of reactive oxygen spe-
cies assay for chemical photosafety evaluation.

J Appl Toxicol. 2012;D01:10.1002/jat.2776.

A reactive oxygen species (ROS) assay was previ-
ously developed for photosafety evaluation of pharma-
ceuticals, and the present multi-center study aimed to
establish and validate a standard protocol for ROS as-
say. In three participating laboratories, two standards
and 42 coded chemicals, including 23 phototoxins and
19 nonphototoxic drugs/chemicals, were assessed by
the ROS assay according to the standardized protocol.
Most phototoxins tended to generate singlet oxygen
and/or superoxide under UV-vis exposure, but non-
phototoxic chemicals were less photoreactive. In the
ROS assay on quinine (200 mM), a typical phototoxic
drug, the intra- and inter-day precisions (coefficient of
variation; CV) were found to be 15-7.4% and 1.7-9.3%,
respectively. The inter-laboratory CV for quinine aver-
aged 154% for singlet oxygen and 17.0% for superox-
ide. The ROS assay on 42 coded chemicals (200 mM)
provided no false negative predictions upon previously
defined criteria as compared with the in vitro/in vivo
phototoxicity, although several false positives ap-
peared. Outcomes from the validation study were in-
dicative of satisfactory transferability, intra- and inter-
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laboratory variability, and predictive capacity of the
ROS assay.
Keywords: phototoxicity, reactive oxygen species, vali-

dation

*! University of Shizuoka

*? Santen Pharmaceutical Co. Ltd

*3 Hatano Research Institute, Food and Drug Safety-
Center

** Mitsubishi Tanabe Pharma Corporation

*> Product Development Regulatory Affairs Depart-
ment

*% Shionogi & Co. Ltd

*T Taisho Pharmaceutical Co. Ltd

** ASKA Pharmaceutical Co. Ltd

*9 Asahi Kasei Pharma Corporation

Seto Y*', Hosoi K*** Takagi H*** Nakamura K**,

Kojima H, Yamada S™', Onoue S*': Exploratory and

regulatory assessments on photosafety of new drug

entities.

Curr Drug Saf. 2012;7:140-8.

Drug-induced phototoxicity is elicited after exposure
of the skin and/or eyes to topically or systemically ad-
ministered pharmaceutical substances, followed by ex-
posure to sunlight. This undesirable side effect is one
of the impediments in drug discovery and develop-
ment, and substantial efforts have been made to avoid
drug-induced phototoxic reactions. To evaluate the
phototoxic potential of compounds, effective methodolo-
gies have been developed over the past few years, and
screening strategies have also been proposed for pre-
dicting in vivo phototoxic reactions. European and
American regulatory agencies have published guide-
lines for predicting and avoiding drug-induced photo-
toxicity in an early phase of drug discovery. The
guidelines have indicated the requirements for assess-
ing the photosafety of chemicals on the basis of their
photochemical behaviors and have recommended some
phototoxic assessment tools for aiding new drug devel-
opment. A number of phototoxic screening systems
have also been proposed on the basis of the pathogen-
esis of drug-induced phototoxicity, and some of them
have already been applied to the phototoxic evaluation
of new drug entities in drug discovery and develop-
ment. The present review aims to summarize the cur-

rent status of research tools, screening strategy and

regulations for evaluating the photosafety of new drug
candidates and to introduce our thoughts on the photo-
toxic risk assessments of compounds.

Keywords: Hazard identification, phototoxicity, photo-

safety evaluation

*I University of Shizuoka

*2 JTapan Pharmaceutical Manufacturers
*3 Santen Pharmaceutical Co., Ltd.

** Taisho Pharmaceutical Co., Ltd.

*> Shionogi & Co., Ltd.

*$ Kaken Pharmaceutical Co. Ltd.

Stokes W*!, McFarland R*? Kulpa-Eddy J*°, Gate-

wood D™ Levis R*? Halder M™°, Pulle G*®, Kojima

H, Casey W*!, Gaydamaka A*", Miller T** Brown

K*° Lewis C** Chapsal JM™° Bruckner L*", Gairo-

la S* Kamphuis E*®, Rupprecht CE*", Wunderli

P*® McElhinney L*'®, De Mattia F*", Gamoh K*',

Hill R*, Reed D*", Doelling V**, Johnson N*% Al

len D*®, Rinckel L**, Jones B** Report on the in-

ternational workshop on alternative methods for hu-
man and veterinary rabies vaccine testing: state of
the science and planning the way forward.

Biologicals 2012;40:369-81.

Potency testing of most human and veterinary ra-
bies vaccines requires vaccination of mice followed by
a challenge test using an intracerebral injection of live
rabies virus. NICEATM, ICCVAM, and their interna-
tional partners organized a workshop to review the
availability and validation status of alternative methods
that might reduce, refine, or replace the use of animals
for rabies vaccine potency testing, and to identify re-
search and development efforts to further advance al-
ternative methods. Workshop participants agreed that
general anesthesia should be used for intracerebral vi-
rus injections and that humane endpoints should be
used routinely as the basis for euthanizing animals
when conducting the mouse rabies challenge test.
Workshop participants recommended as a near-term
priority replacement of the mouse challenge with a
test validated to ensure potency, such as the mouse
antibody serum neutralization test for adjuvanted vet-
erinary rabies vaccines for which an international col-
laborative study was recently completed. The work-
shop recommended that an in vitro antigen
quantification test should be a high priority for prod-
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uct-specific validation of human and non-adjuvanted
veterinary rabies vaccines. Finally, workshop partici-
pants recommended greater international cooperation
to expedite development, validation, regulatory accep-
tance, and implementation of alternative test methods
for rabies vaccine potency testing.

Keywords: Rabies vaccines, Potency, Implementation
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In November 2005, the Japanese Center for the Vali-
dation of Alternative Methods (JaCVAM) was estab-
lished at the Biological Safety and Research Center af-
filiated with the National Institute of Health Sciences
(NIHS) in Japan. The JaCVAM’s mission is to facili-
tate the 3Rs (Reduction, Refinement and Replacement)
with regard to animal testing, with special priority in
Japan given to reduction and replacement. Specifi-cally,
the key objectives of JaCVAM are:

1) To ensure that new or revised tests are validated
through comparison with domestically developed or in-
ternationally certified standard tests, peer reviewed,
and officially accepted by the regulatory agencies.

2) To work towards harmonization of international
alternatives to animal testing.

Each validation center has signed a Memorandum of
Cooperation with the International Cooperation on Al-
ternative Test Methods (ICATM). Countries and re-
gions participating in ICATM include JaCVAM; the
European Union Reference Laboratory for Alternative
Methods to Animal Testing (ECVAM); the United
States NTP Interagency Center for the Evaluation of
Alternative Toxicological Methods/Interagency Coor-
dinating Committee on the Validation of Alternative
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Methods (NICEATM/ICCVAM); Health Canada; and,
as of March 2011, the Korean Center for the Validation
of Alternative Methods (KoCVAM). Under the
ICATM framework, JaCVAM expects to experience
more efficient test validation and review, as well as
more rapid national and international acceptance of
scientifically valid methods.

In the six years that JaCVAM has been active, sev-
en methods have been accepted by the JaCVAM regu-
latory acceptance board, including: 1) the bovine cor-
neal opacity and permeability (BCOP) test for
identifying ocular corrosives and severe irritants; 2)
the isolated chicken eye (ICE) test for identifying ocu-
lar corrosives and severe irritants, 3) the local lymph
node assay (LLNA) : DA, a non-radioactive modifica-
tion to the LLNA, which quantifies adenosine triphos-
phate (ATP) content via bio-luminescence as an indi-
cator of lymphocyte proliferation; 4) the LLNA:BrdU-
enzyme linked immunosorbent assay (ELISA), a non-
radioactive modification to the LLNA test method,
which utilizes non-radiolabelled 5-bromo-2-deoxyuridine
(BrdU) in an ELISA-based test system to measure
lymphocyte proliferation; 5) the Reconstructed Human
Epidermis Test Method, EPISKIN for in vitro skin irri-
tation testing; 6) the Human Skin Model Test, Vitro-
life-Skin, EpiDerm for in vitro skin corrosion testing;
and 7) an in vitro cytotoxicity test for estimating start-
ing doses for acute oral systemic toxicity tests.

In February 4, 2011, the Ministry of Health, Labour
and Welfare of Japan was notified that data obtained
with alternative testing methods approved by the JaC-
VAM Steering Committee could be used for the sub-
mission of quasi-drug applications or for petitions to in-
clude ingredients in the Standards for Cosmetics.
Therefore, JaCVAM decided to accelerate new in vitro
testing methods to take advantage of this opportunity
to strongly impact testing throughout Japan. Accord-
ingly, JaCVAM is currently coordinating the validation
studies and peer review of several tests. Most of the
tests are for the safety assessment of cosmetic ingredi-
ents and/or products. The methods currently undergo-
ing national or international peer review include the
Bhas cell transformation assay and the short time ex-
posure (STE) assay for eye irritation testing. Addi-
tionally, JaCVAM is participating, along with several
other international collaborators, in ongoing validation
studies, which include the human cell line activation

test (h-CLAT), in vivo/in vitro Comet assays, the sta-
bly transfected transactivation assay (STTA) antago-
nist test for screening of endocrine disruptors, and an
a reactive oxygen species (ROS) assay for phototoxici-
ty.

Furthermore, we started the validation study on the
IL-8 Luc assay for the skin sensitization and SIRC-CVS
for the eye irritation under the ICATM framework
this year.
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Fujii M*, Nakanishi H*, Toyoda T, Tanaka I*, Kon-

do Y*, Osada H*, Sekido Y*: Convergent signaling

in the regulation of connective tissue growth factor
in malignant mesothelioma: TGF-B signaling and de-
fects in the Hippo signaling cascade.

Cell Cycle 2012;11:3373-9.

Malignant mesothelioma (MM) is a neoplasm that
arises from serosal surfaces of the pleural, peritoneal
and pericardial cavities with worldwide incidence,
much of which is caused by asbestos exposure. Pa-
tients suffer from pain and dyspnea due to direct inva-
sion of the chest wall, lungs and vertebral or intercos-
tal nerves by masses of thick fibrotic tumors. Although
there has been recent progress in the clinical treat-
ment, current therapeutic approaches do not provide
satisfactory results. Therefore, development of a mo-
lecularly targeted therapy for MM is urgently re-
quired. Our recent studies suggest that normal meso-
thelial and MM cell growth is promoted by TGF-B, and
that TGF-p signaling together with intrinsic distur-
bances in neurofibromatosis type 2 (NF2) and Hippo
signaling cascades in MM cells converges upon further
expression of connective tissue growth factor (CTGF).
The formation of a YAP-TEAD4-Smad3-p300 complex
on the specific CTGF promoter site with an adjacent
TEAD and Smad binding motif is a critical and syner-
gistic event caused by the dysregulation of these two
distinct cascades. Furthermore, we demonstrated the
functional importance of CTGF through the mouse
studies and human histological analyses, which may
elucidate the clinical features of MM with severe fibro-
sis in the thoracic cavity.

Keywords: malignant mesothelioma, Hippo pathway,
connective tissue growth factor
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Nohmi T, Honma M, Yamada M, Masumura K, Yasui

M, Horibata K, Fukushima S™: 2nd International

Symposium on Genotoxic and Carcinogenic Thresh-

olds.

Genes and Environment. 2012;34;141-5.

Genotoxic compounds are assumed to have no
thresholds for their action while genotoxic carcinogens
are regulated based on a paradigm that they have no
thresholds for the cancer risk. Recently, however, the
paradigm has been challenged by research on analyzes
of carcinogenicity and genotoxicity of chemicals at low
doses. In addition, organisms including humans possess
various self-defense mechanisms, which may suppress
genotoxicity of chemicals at low doses and reduce the
mutation frequency and cancer risk to spontaneous
levels. The self defense mechanisms may constitute
“apparent” or “practical” thresholds for genotoxic car-
cinogens. To discuss the low dose effects of genotoxic

and carcinogenic compounds and the implication in

regulatory toxicology, the second international sympo-
sium on genotoxic and carcinogenic thresholds was
held on November 23, 2011 in Tokyo. In this sympo-
sium, six and four invited experts of genotoxicity and
chemical carcinogenicity discussed genotoxicity and
carcinogenicity of chemicals at low doses and the regu-
latory policies. This is summary of the presentations.
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Nohmi T, Yamada M, Masumura K: Iz vivo ap-

proaches to identify mutations and iz vitro research

to reveal underlying mechanisms of genotoxic
thresholds.

Genes and Environment. 2012;34;146-52.

In regulatory toxicology, it is assumed that genotox-
ic carcinogens, which induce cancer through genotoxic
mechanisms, have no threshold for their action. How-
ever, humans possess a number of defense mecha-
nisms against DNA damaging agents, which may re-
duce the genotoxic and cancer risk at low doses to the
spontaneous levels. The defense mechanisms may con-
stitute practical thresholds for genotoxic carcinogens.
In fact, accumulating evidence with rodent carcinoge-
nicity and genotoxicity assays suggest that some geno-
toxic compounds clearly exhibit threshold-like dose re-
sponses in vivo. Here, we discuss two issues regarding
the practical thresholds for genotoxic carcinogens. The
first issue is how to define “genotoxicity” of chemicals.
The second issue is possible mechanisms underlying
the practical thresholds. Finally, we discuss issues as-
sociated with low dose exposure to genotoxic carcino-
gens, le., risk assessment of exposure to multiple geno-
toxic chemicals.

Keywords: genotoxic thresholds, DNA repair, transle-
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