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4. EH

AT I OB RARERFTREOHFEZRHFT A0, R AITF 7 AHE
Salmonella typhimurium (LL T, S. typhimurium & #3) TA100, TA1535, TA98, TA1537
K ORI Escherichia coli (LA, E. coli & W) WP2 uvrd ZH T, RETEMHL
TLHERORBTEEAL L2V GEORET T, 7 LA ¥ aX—2 g EIZ &Y i
Lz, o, BB OWEIZIZIT B 2w,

ARBRHEEZRET D720, 1.22~5000 pg/plate D HFH O B R B ALE H & CTH B
ERBRAEFERE L7, KABoOHEEMEIX, AFHEIROONERIEHEZREHE L
L7z, REHEMHAE L2 WESEAE O T X TOREKIZIB W TIE 0.15~4.88 pg/plate DHIPHD 6
ME, REHEHEET 2560 T X TOREKITI W TIX 2.44~78.1 pg/plate DEiFH O 6 H
B CHEN L7,

HERERBROMSRE, REHEHELOFEIZ» 2L T, TXTOEKICBWTAEFH
ENRTBOONROVHERN 4 HEL EHGoho oD KRR & Rl — H & Tl
Bra FEh L, HEMEOMEE Lz,

1) BBRWEIC KDL
RERWEIC L DT L— b Loz, RBHEECOFEIIINDL T, WTFiLo
BICBWTbHRO N2 T,

2) EHMEE

FERBEMBE L HOTEHICH T HAFTRELBIZE LR REEE L L WiEE o7
RTOEED 4.88 pg/plate LL L, RBGHEAL L7 EOT X TOEKEKD 78.1 pug/plate
LT LN,

3) AR ar=—%

M EEE B, ARRBR N OSBRI AGEE M E O A B IC 2D 6T, WTFhoOEK
CRWTHERESRED 25U LR BIRER an =—KoEINIBo o+, &
BOGHE S RO biLeno Tz,

ULEORBREREY | ARRIXETIZRBWTA VA7 Z 0%, MEIC T %8s %2
RERFHIEZA L (M) &HE L,
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5. #&

i

JEAG G B3 - AEmER EELFEEHER LFEPELENKREORIEIC L
D, XEHRY VY —F o ¥ —TFEM Lz, B, REBRIILLTOREELEFL, I
A RTA4 TR L TITo 72,

1) Good Laboratory Practice (GLP)

o URTHUESEWE S AR D R & e 2 B R (2 B % AL

(CERk 2343 H 31 H, AF 033155 8 5. Fhk23-03-29 ®EHH 6 5. BR{R
FEE 110331010 S EREAREGREERFE @)

2y A KRTA v
o IHBULEWES IR RO FIEIC OV T

(R 2343 A 31 BAHITEEEI 0331 55 7 5IEA @A EEE N RE, Rk 23-
03 - 29 WFH 5 SMRFEEEANEEEXERR. BRAKE 110331009 5 EREA K
AREBCRREEAEAE)  (BEE SRk 3043 A 29 H)

DB B 7 O E e OSP4 8 ~ D 3% 4 PE D E 5 24k 2 3 BR 75 K OY
W EHEE ] (B IE - SRR 30 4E 4 A 13 H)
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6. WERYMERUHERRZRD

6.1 HEMERUVFE
6.1.1 wWEME

s

4 Fr

B4

CAS &5

oy &S

B AR B
H i 2X

P
il E
AL
o7 &
S8l
fal A
AL
CIP
tH
RAE
15 FH T IR
L E M
A R

Vsl rh T D2 A
15 7 i
A7 1T
RAFIRLIE

P& DALE

%‘_"FI]I
i

AIF T H

26635-64-3

(2)-8 ({LFFIL)

XY

CeHs (KFEA T % LV BMIERDIREY)

97 wt% L I

IV IIVFE T H 3 wt% AT

114.2

B D 708375 B O AR

—65°C LLF

116°C

9.9°C (#FH)

0.714 (20/20°C)

9.6 kPa (=72 mmHg) (50°C)
20194 H 40 (WIA®%2MEH)

HILCLE

K, VAFNALALEFT R (LLF, DMSO &#9)
50 mg/mL TR

7t b 100 mg/mL TIEME

K, DMSO, 7 & R~y BN T ADIREAED IS MER
L

EiR, L, B

FRARSERT BRI B R AT =

TR A7 39 8 v o0 SR R B

(2019.2.5~2019.2.22 : 18.8~23.0°C)

BB THROERREIT T X TSR UV —F
Yo X —ICTCHREIELT,
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EREEBRYEN R, REENDOEHR GF GLP) 1I2HES<, ok, WHELOHE
g O EMEIZ OV TIT MRS R Y U —F & 27— THEME L 72 AR RER O R R}
Thd,

6.1.2 LS
oy : TN
T : BT A v AR R S
oy hEE : DSF4339
KL : JIS Hikg  FAERsfk  99.5%LL &
A7 7 15 : ERRAT
A5 T : HORHEZERT R B R
6.1.3 BEOERER

AR E L, KON 10 mg/mL DL T & OREZE L OF#RE Y . DMSO @
50 mg/mL, 7 & k> ?® 100 mg/mL TOWEMMEZ MR LTz, £ Of R, DMSO TiLinfE
Lo ledy, 7T MM L, WEERIMER ., FEE T A OFAE K BRI 1 K
M#%. BRHE N EDOKIEH LR LN ol T v 2 e L TR 4 FEi L
oo B, WRIEOFABIZIZ, TL XT3 —T R4A1/16 (& L7 A /b 2 Fk 3 kk
X224k ; Lot No. RSG7054) THK LT R &2MEHALEZ, 238, KD 50 mg/mL T
DOFEPEIZ OV T HHER L0, BEiRiIgohzroiz,

6.1.4 WERBRDIRAE A A
6.1.4.1 FAEXTEARAEBREDRAR

PR L7 R AR B IR E & 0300 mL 4y B L, B RS (MK&tto— - 7
YK+ F 4 :GR-120) ZHWCHRLEZ, TOMFEM 216.2 mg 12 & @ aH fHR K O
100 mg/mL & 722 KO IR EAFTAE L, ZOBEEENO I LZEOHKE 0.300 mL
LB 1.862mL OT & b ZEM L CTHEM L 100 mg/mL OHERK % 58 L 7=,
WWNT, ThaE/Akk 4 TIEKR 6 BepEa R L, 100, 25, 6.25, 1.56, 0.391, 0.0977 KO}
0.0244 mg/mL OFt 7 RE ORI Z R Lz, 2B, #BRIEOREIT, SRIMRIL I
FHEOEIT T HRFIZITVD., ZOBRBRICBWTRE, T 2ADORALDORISHITZRD b
2o T,

11
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6.1.4.2 AR AW EDRE

W LA R B B E % 0.400 mL 0L, B+ R (BRKe&tt—o— -7
¥R+ 7 4 :GR-120) ZHWTHERLZ, ZOMFEE 292.0 mg (T & m ol f IR E O
100 mg/mL & 725 XD ICIEIEEZHA L, ZOBEENSE L ZBEOHRE 0.400 mL
LBV 2.520mL D7 & b AR L THEME L 100 mg/mLIFEREZ R L 72, )
TINZENE 4 TIEK 3 BBERAR L 1.56 mg/mL OFBREZHL L, ZhidSHICA
b2 THER 9 BepEA IR L 1.56, 0.781, 0.391, 0.195, 0.0977, 0.0488, 0.0244, 0.0122,
0.0061 & T* 0.0031 mg/mL O Ft 10 IREOKBRIK 2B L7z, 72d, #BIK ORI,
RN AT 82 4T R CHRE R IRFICAT V), £ ORRRICIB W THE, T A DFRAEO KIS
PEIFRRD b o Tz,

6.1.4.3 BN ER Ak BRR D B B

PR LR R B B E & 0250 mL v B L, EFRE (RSt — - 7
YR F 4 1 GR-120) ZHWTHE L, TOMEM 182.7 mg (T KM R iR E O
100 mg/mL & 725 KO ICEEEZFHE L., ZOBEENG /I ZEROHKE 0.250 mL
LW 1.577TmL O7 & b ZFM L THEM L 100 mg/mL R 2R L7z,
TINZEN 4 TIEK 3 BBEMAR L 1.56 mg/mL OFBREEZHRL L, hitSHIcA
b2 THER 9 BepEA R L 1.56, 0.781, 0.391, 0.195, 0.0977. 0.0488, 0.0244, 0.0122,
0.0061 T 0.0031 mg/mL O FF 10 BEOPBRIR 2 W L=, 728, HHRIKOMREIL,
RN AT 82 YT R CHE R IRFICAT V. £ ORARICIB W THE, T A DFRAEEFEO KIS
PEITZFR D B o7,

12
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7. BBMHERUGZ

7.1 HEREH
7.1.1 E ¥k DIELE
WO 5 O EKZ i,
e k) 1 R
S. typhimurium TA100
S. typhimurium TA1535
E. coli WP2 uvrA4
JL—Ahv 7 P
S. typhimurium TA9S8
S. typhimurium TA1537

stk © 2017 F 4 ) 12 IS AF LI,

7.1.2 B D IR i

FMREBRIET A R T4 CHET GBRIR Lz, Yk @R A BIFMEYE kT 5 ez v
NE< . MEZHWDEIFERERRKBRICRD —ROICEHRA I TW5,

7.1.3 BHOREFRUVEE

AFLEEHE»POMAR L CHBERAFL-AHBBREZERZEL, SO0 HEBBIKR
8.0 mL |ZxF L T DMSO (& &7 A /L AFOGHMRER NSt JIS BUAS BBRAF R, v > b 3&
5 ECE6658) % 0.7 mL OFIG TIHRIM L7z, ZHEWEHT = — 712 0.3 mL 2437 L,
RIATARA-T& b TRHEA L2k, —70°C LLTOBKIR T U —% (ZFEEHEA
AF AT 4 WA S MDF-192) TRAFL7Z, 7ok, AT 2FEIX=E CTRE L.

il I #% D IR W BEE LT,

S. typhimurium TA98
S. typhimurium TA100
S. typhimurium TA1535
S. typhimurium TA1537
E. coli WP2 uvrd

fEH L 72 W ER O Bl 2R A7 B
2018 4F11 A21 H
2018 4E11 H21 H
2018 4E11 A21 H
2018 4E11 A21 H
2018 4E11 H21 H

13
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7.1.4

S. typhimurium TA98
S. typhimurium TA100
S. typhimurium TA1535
S. typhimurium TA1537
E. coli WP2 uvrd

7.2
7.2.1
By Bk D

7.2.2

IERBRIETA FTA4 ICHEL T, UTOLREYME

xTEYE
EHXEYE
FRUCHWE=T & F &k

B RYE

BAROEERE

7.1.3 OBWKERAFEKZ VT, 7 3 BRBERME
R-factor 77 A I N, $RAMBRIESZ MR, AR 2R,
L, TNEFNOEBKICHADOHENREEEISNL TS Z L 2

ER LT
2018411 A21 H
2018411 A21 H
2018 4-11 A21 H
2018411 A21 H
2018411 A21 H

W2 B rfa ¥
2 M e FEUVIE S OV fixﬂ“ﬁg{

[ PR oD P A A SR

e SR IR T
O R A R
AWLUTHHLE,

~ 2018411 H26 H

l

l

l

l

PEXTIRME & LTz,

2018 =11 H26 H
2018 411 H26 H
2018 11 H26 H
2018 =11 H26 H

Lz Gt mE & LT,

#z1 BExEymE &

W5 1tk PR (WS HR) oy NEE | ME(%) | RIFTIE 3 5T
2-(2-Furyl)-3-(3-nitro-2-furyhacrylam | ,1.p 1955 99.6 | =R, M ;Elj‘;f?lz;;g%;
ide (AF-2) 2

EeRa
Bt A4 A
Sodium azide (SAZ) YSF7467 99.9 SR L | Pk
s
2-Methoxy-6-chloro-9-[3-(2-chloroeth .
yl)-aminopropylamino]acridine-2HCI | 562079 - IR ii)clysmences,
(ICR-191) '
(S G VN
2-Aminoanthracene (2AA) CTKO0326 96.7 R | Fnot SRRk
e N
HhT AL
Benzo[a]pyrene (B[a]P) ECF5055 99.6 WL | e SRR
Eauin
TRAF35 T FRHFIEET  MAEDRBRE

14
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7.2.3 B A A

AF-2, ICR-191, 2AA }x ' B[a]P iZ DMSO (& £ 7 A /v A el sk N4k, JIS B
¥ R, 1y B S TWKS5488, APJ5273) I[ZIAfE L. SAZITIEH A (k&4
KRFEMIE T AAKF G, vy &S K8AT4) ITIHEM L. 1 1 mL Fo/h53F LT
—20°C L F CHAERTE LT, 7ok, RBREMIFICHEB L CTHEH L, ThZhoRiE

EAF 2R LI,
2 BRI RRE

RBHTEHE(L L 7254 KBTS 5 B
He B VeI W By PERT IR LR
WE (pg/mL) WE (ng/mL)
S. typhimurium TA100 AF-2 0.1 (0.01) B[a]P 50 ( 5.0)
S. typhimurium TA1535 SAZ 5 (0.5) 2AA 20 (2.0
E. coli WP2 uvrd AF-2 0.1 (0.01) 2AA 100 (10.0)
S. typhimurium TA98 AF-2 1 (0.1) B[a]P 50 ( 5.0)
S. typhimurium TA1537 ICR-191 10 (1.0 B[a]P 50 ( 5.0)

() NoOEMIZ, 7L — MIOE L7z & 200 HHE (ng/plate) =7,

7.3 A
7.3.1 S9 Mix DFRAR 5%

SO K UMER RS L. S9Mix &

AL 7o, AT R ICAT o T2,

TEEH E THE TR L, A% OKRBITFERE L,

FHL L 7~ S9 Mix

S I XHFERT

1) S9

44 T : S9

T B EER YV —F v 7 —

oy hEE S9-181221

wWyER 20184 12 21 H

filf FH 491 R 20194 6 H 20H

FE - Rk Z v k- SD %A

Al - M 7 T -

{LNEE 250.1~302.0 g

FEYE 7z )X = (PB) KO
5,6-X2 Y 75K (BF)

B 5051k : HE e PN 4 -

B 5 W R O 5 & PB 4 HRERi# 5 : 30+60+60+60 (mg/kg A )
PB# 5 3 HH BF 45 : 80 (mg/kg &)

R AE 715 W R (=70°C BLF)

TR AT 55 BT FORARSE T 28 B BR =

15
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2)

3)

7.3.2

1)

2)

A P 3
EAy i
oo
2y hEE
WyEA

6l I BR
TRAF 715
TR AF 5 BT

7K
S9
MgCl,
KCI

S9 Mix ®fA% (1 mL #)

T a—A-6-U B
BrrMoaF o7 NT7TF=0IX 7 LAF R BB (NADPH)

a7y 74 —FA

AR VY —F v & — O %R
FA-181128

20184 11 A 28 H

20194 5 H 27H

M ERAF (=70°C LLT)
FORMTIERT A R BR =
0.9 mL

0.1 mL

8 pmol

33 pumol

5 umol

4 pmol

BrMoaoF o7 I RT7 T2 U X7 LAF K (NADH)

4 pmol

Uiy b U U LERE#R (pH 7.4)

i
fEIT
=y NES
g A
i3 JFH 1A BR
A7 H1E
TR AT BT
(CUEESPN
4 R
LIS C ST
a2y NES

1 it
/N7 L 3 — R HE R AR B H

100 pmol

INA B VAT 4T AMT-S B H
Fi SR YK T 3R S 1
DZAKI1B02

20194 1 H 11H

20194 7H 10H
FEIRIRAT

HORAFERT R MR A7 =

PSEEESPN

SSK & — /v 2 A2t
BM-M5-273

16
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7.3.3 Za—kYyITo +FTOXRNO.2IEER

Z—a—hJxT2 F7BA N2 % 25 wt%eE DL HIRBRAKTIEML, A— 7 L—
TIZ XV PRELEE (121°C, 2043) ZATV, AR L7, FRELAE 1I6E R £ CHBR CIRAF
U, ERAMIR (1AW AL,

44 R : —a—hkU=x M7 a R No.2 (Nutrient Broth No.2)
oy hEE : 1554986
f3EIT : OXOID LTD.
PR AT 71 : HIRRAT
TRAF 55 P : WRMFZERT A ek =
7.3.4 0.1 mol/L V) VE#EE® (pH 7.4)

D ABERREAI AR 3 AICK L C2 L O KEMATHEME L, e 4 —h7 L—
TIT XD BB (121°C, 2043) ZATV, AR U7z, AR II6E AR E THIR CTRT
L7,

4 TR : 0 A ERFEE AR (1/15 mol/L pH 7.4)
T : BT A v AR R S
oy NES : WDF4206
R A7 7 15 : FEIRIRAT
TR AF 5 BT : RRHFIEET R R =
7.3.5 by T7H—

PUTFICARTEREHWT, L 7-8ERIK (0.6 wt% Agar, 0.6 wt% NaCl) % 4 —
M7 L= X0 BE LR (121°C, 20 47) L72#%. 0.5 mmol/L D-E'4F > —L-t X
FUOU—L-M) T N7 7 VIRRAEARKERIK 10 12K LT 1 OoFEGTIMACHREL, S
typhimurium TAE & E. coli BRCIBTHH L7, HRZII=E CRAF L, BEHRITE
T Ly U TIHEM%, B EB <72 45°C OEIEAE THRIE L7,

1) gEx
44 B : Bacto Agar
g e : Becton, Dickinson and Company
7y ES : 7306672
A7 715 : FEIRR AT
TR AF S I : RRARTERT AW ER=E
2) kT rU DA
LSS : BT AV AT A
n oy MES : APP0520
A7 T 15 : E IR IR AT
PR AF5 it : WAEHFSERT  E R =

17
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3) D-vAF
EIT : L7 A v A Fo iR
2y & : PTF1039
A7 7 15 : MR AE, L
TRAF 5 AT : WA FERT AR ==
4) L-t RAF U UEREE — KW
fEIT : BT A v AR R S
oy S : CTK0488
IR A7 1% : FIRRAE, L
A7 55 7T : REHFZERT R R =
5) L-hUV T h77 Vv
5T ; BT A v AR iR
7y hE5 : CTH2695
IR A7 1% : FIRRAE, L
A5 T : WEAFFERT A el =

7.4 HEBRAE
7.4.1 Al 73 i
1) EEROG
LI RT B0~ —7—TCTihl L7,
S. typhimurium TA100 H
S. typhimurium TA1535  #k

E. coli WP2 uvrAd P
S. typhimurium TA98 IR

e

S. typhimurium TA1537 &
2) 7 L— Foi#Enl
REEMEAL L2 WIGE I, REHEHE (LT 256131+ & L, 2k TR
MR (FRIEH B - Solvent Control) % ISCJ. BEExfH (Positive Control) % [PCJ. #HR
WELEEZREOERN BT, 121, 3] - OFZ2HFOEDO~ —H — TiL#l
L. @il L7,

18
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7.4.2 AIE &

1) ==—hFU=Z> F7 2 AN0.2EEHK 10 mL % P HEE & L 7RIS (B 48 mL)
(2N R PR AT B RR 2 o U CAS 72 IR I & S. typhimurium TA BR324 20 pL.
E. coli WP2 uvrA X 10 pL #HE L IR % 15 F% (COOL BATH SHAKER ML-10 PU-6
B, X4 7 v 7R EA) Ity L, B, HHZOREBEKITIHEEL
7~

2) InxETar T A XK YRR ERGE T 4°C oKIBHICKE (6 FEfH 30 43)
L7=#%. % (100 [81/47) L7235 37°C I &% 9 RefiaikE 38 L7,

3) RIEEKTRICEBROWE 2T ¥ Z Vs (Mini photo 5S18R, A 7 v 7
RS THIE L. AR 1x10° H/mL ML EH D Z L 2B LIz, ok, 5
BRIIHEHECRIRTICHERF L. ZNENORKOMBE LK 2R3 IR LT,

£3 HHKROMREAERR %

B H(x 10°f#/mL)
LS
&R ERER A ER BN ER
S. typhimurium TA100 2.72 2.58 2.95
S. typhimurium TA1535 3.94 3.94 3.89
E. coli WP2 uvrd 6.82 6.78 6.78
S. typhimurium TA98 4.22 4.17 4.20
S. typhimurium TA1537 6.22 7.09 6.30
7.4.3 TL—r#

W BR W) ALVER R . BEVE ST REREE K OV REE O W T iz > T, HERERARR, K
RER L OBEMRBR EbIZ 207 L — &2 A=,

7.4.4 HEREE (T oFa =23 0ikK)

1) WRE L 72/ R [T BRI £ 7o 138 I 0.05 mL, BT R 0.1 mL # 22
AN, ZHCHRETEMEAL L2 WS A1X 0.1 mol/L U VU ERAEE K (pH7.4) 0.5 mL
. REHEMEET 28581 S9 Mix 0.5 mL 212 72%. T2 O/NRERE 1K
FET 0.1 mL 2%, #E L,

2) NEREBRE Z B % T I 37°C T20 MR (80 [E/4y) LR D LA ¥ ax
—Yarl, ZRICASCIZBRESNTWE Ny 7T H—% 2.0 mL Il 2 B#E.
/N TV 3 — 2R RIE IS — I E g LT,

3) MmERBRE LT, HRLEEEHAEOHEBRIK 0.05 mL £72 X% L 72 S9 Mix
0.5 mL #ZNZI/NEREBREICIY 2N by 77T H—% 2.0 mL I 2 72 1% 28/
T — ZAFERPAREGE I —IZEE L, 2B, Zhb 1) ~3) O—HEOEE
X, SRR IR AT R AT T T M L 72,
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4)

5)

7.5
1)

2)

ANV A= ZAFEREREHICEB LI by 7T W= EE L2 2 & 2R L.,
/TN 3 — AFEREREZ W S L TA F 2 X—X |2 AL, 37°C THEX
TE AR K OB INERER 1T 48 RefH, AGKBR 1T 48.5 RFfHIEE 28 L 72,

&%, AEBRMEICI OB OREZBHICI VR L, HRLEan =—
BoHHE, BEan=—h v ¥ (au=—77F7 A% —CA-11D systems,
2T YA = ARt (HEME, fiEfE:1.21) ) 280 L, £, %
REMSEEZ W THEICH T 2ABREOAELBIZE LT,

FIE B A

TROBEBICEY T HERNEONTGEICEBME L HET 5,
W ORER R TR (BEEH) o 2528 THEFAR a0 =—HN0
HWimL, ZoERICHAMEITIHEKRGFERIRBDOND Z &,
FEVEPEME 2322 1,000 rev/mg L ETH A 5E1C, FAIE LT, 58V & HIlr 9
Do
DG EIZH > T, HHEESPHEERAFAEICZ LWEEFITIE, FAlE LT, #
e Bt & W 5,

TROBEHICEY T OMENGONTGAICEELHET S,
Bt cianz b,
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8. HERER

BRTHBROMEEZE 1IC, ARBROEREEE 212, BIMRBREZRHE3ITRL
77 B, K 1~101F81F 2 X 0 1ERL L 7=,

8.1 FAEREHBROBRBERERVAHBRAZEORERTEMHABRDETE

ARBROAXBRHELRET 57290, 100 mg/mL OERIRZ N 4 T 6 BEERFEARL 7=
7 HE (1.22, 4.88, 19.5, 78.1, 313, 1250, 5000 pg/plate) %\, HEHER
Bk & FEh L7z,

HAERERBROEE, KEBRYWEIC L5 71— b EorbBax., KRBTS0 A i
PHLT, WTHOHEICBWTHERO DN -o T, EMRBEMEEE H W CHEI ’fn‘*fé
ABFREZEZELZAER RBEIEHELE L 20GEAEOT X TOREKD 4.88 ng/plate LL L,
RBHEMAL LB A DO T R CTOEBED 78.1 pg/plate LA EOHE TR D Sz,

AR E B L5 ERAER 2w =—HiT, REHEHLOFEICHh2rDbL T, WT
NOBEKRIZEW T M BIEO 2 0 EE 22 8NERo bt AERIGHE LR D
LAV o T2,

ARBRORBHE T, EFRENRBOONT-REHESZ RS HEL L, MBS
LW AEDOT X TOREBBIZE W TIL 4.88 pg/plate, (RFHEMEALT 2 HE DT X TOH
FRIZE W TIE 78.1 pg/plate e A& E L CULFAK 2 TS BERFRL-ZG 6 HE%
HIE LT,

O EZERBR CEEHE T, RBHEE AR 2D LT, T XTOEKIZED

T, AEBFHEENBED DN WHERS 4 HELU LG ONRoloizd, ARERE [F—H
BECEMRARZ M L, FHEOHREL LT,

8.2 ARBRRUEMBRBROBRERER

ZMEZ%LF Bk 7V — b EobEL, RETEHEEOFEIZL DT, WTivoH

IBNTHRD LN Do Tz, FERBEMEZ HONCHEICH T 2AEFHFLBIE LI

%\ RHHEMEAL L2 WIBE O T X TOEKD 4.88 ng/plate, fUHHTEMHAL LG & DT X
TOREBED 78.1 png/plate D HE TR D bz,

AR E NI LD ERAERE a0 =—Hux, EHEHELOFEIZ L PDL T, VT
NOBEKEIZENTHEREMBED 2 F L EE 2 2MIRO T HEKGELRD
Lol

8.3 AERDRILEH

Bt BE S E L e OB O IEICHE L T 2 fF e 2B RAERan
=—H O Z R L M BUE & O G BRE OB IR AR oo = — O E 1 &
T — 2 OEIE (Attachment) N TH VY | HEEFER K ORBEBIEICB W THE OR A7
EFORELRO NP oTclod, SRS EYNICFE M Sz b o &l Lz,
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9. £,

A EER E R . AR L OB IR I B W TRENEE (L OB I 20D 53 Wih
DEKRICEBWNTHREENSRED 2 FUELRDEREE a0 =—HOHINTED SN
FLHEBERISE LD b o,

— 5 BPER RREE CII R IR S i L C2 A L e R IR A R a n = — KD
MEzRLEZEND MEAEKROERRALERFEVE T 58BN TH 722
ENFER S, RBUTEYIICER SN b DL E LN,

LEORBER LD | KRG TICBWT, 4 VA7 Z 0%, MEICKT 5857
RRERFHEELA Ly (fatk) LHELL,
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10. Z&E XM
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2)

3)

4)

5)

6)

7)

8)

B.N.Ames, F.D.Lee and W.E.Durston: An Improved Bacterial Test System for the
Detection and Classification of Mutagens and Carcinogens, Proc.Natl
Acad.Sci.,USA, 70, No.3, pp.782-786, March 1973.

J.McCann, N.E.Spingarn, J.Kobori and B.N.Ames: Detection of Carcinogens as
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USA, 72, No.3, pp.979-983, March 1975.
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Escherichia coli, Mutation Res., 38, pp.3-32, 1976.
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FE 5 5P RIS, B B G, TR %, SRS B (F) - BR BT SR SEBRIE, S k4L, pp.56-68,
1980.

I B et AR S A A AR BT - M 2 W DR ERERRR T A R
v 7 PR GEIFE IR, 1986.

AfE A (BE)  MEZ V2w AR T — 2% (BB, hiET
W) , MRty - T A - v—, HE, 1991,
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(GIE3)
HERER X HAERERR
S — = No. T-2904
SER HEIRA 2019528148 &Y 201942F18H
watEn | wERmE HREEHQBR=—%H/TL—h)
tFRO ORE EENBERE TL—LLT RE
AR | (ng/71-H TAT00 TA1535 WP2uvrA TA98 TA1537
Bt R 105 10 25 22 8
FE+2) 102 (104) 9 (__10) 29 (27) 22 (22) 8 (_8)
93 10 26 35 8
1.22 102 98) 10 (10) 30 ( 28) 33 ( 34) 8 (_8)
73 * 5 x T * 13 * 2 %
4.88 63 % ( 68) 5x ( 5) 19% (. 13) 10% ( 12) 2% ( 2)
76 * 4 x 19 * 10 * 2 *
SOMix 19.5 68 % ( 72) 4% (4) 18% ( 19) 13% ( 12) 0% (1)
(=) 54 * 0 * 16 * 7 % 0 *
78.1 59 % (_ 57) 0x ( 0) 10 (. 13) 16% ( 12) 0% ( 0)
62 * 0 * 15 * 0 * 0 *
313 52 % (_57) 0x ( 0) 6x ( 11) 0% ( 0) 0% ( 0)
39 * 0 * 0 * 0 * 0 *
1250 35% ( 37) 0x ( 0) 0% ( 0) 0* ( 0) 0% ( 0)
0 * 0 * 0 * 0 * 0 *
5000 0 * ( 0) 0 * ( 0) 0 * ( 0) 0% ( 0) 0 * ( 0)
Bt R 105 8 25 40 11
FEk+) 122 (_114) 13 11) 23 ( 24) 40 40) 10 11)
119 8 25 33 13
1.22 16 ( 118) 10 9) 29 (27) 47 ( 40) 16 (_15)
115 11 28 40 6
4.88 93 (_104) 7 9) 21 (25) 52 ( 46) 9 (_8)
106 12 22 48 14
SOMix 19.5 125 (_116) 8 (__10) 19 (21) 30 (39) 8 (__11)
(+) 80 * 9 x 16 % 14 % 10 *
78.1 69 % (_ 75) 1* (10) 20% (18) 15% ( 15) 7x(_9)
T4 * 0 * 10 * 26 * 0 *
313 62 % ( 68) 0x( 0) 10 (. 10) 7% ( 22) 0x( 0)
13 * 0 * 0 * 16 * 0 *
1250 69 ( T71) 0x (  0) 0x( 0) 23x (20) 0 * ( 0)
65 * 0 * 0 * 0 * 0 *
5000 59 % ( 62) 0x( 0) 0x( 0) 0x (  0) 0x( 0)
% AF-2 SAZ AF-2 AF-2 1CR-191
;93\% (ug??jilz—b) 0. 01 0.5 0. 01 0.1 1.0
EL#E
B VD o wo | 561 272 83 351 1197
® 519 (5400 | 271 ( 272)| 102 (_93)| 390 ( 371)| 1206 ( 1202)
xf % W B[a]P 2AA 2AA B[a]P B[alP
B somix [ me
EBE | 4oy 1oh 5.0 2.0 10.0 5.0 5.0
ET3
0 |- gy | 1012 257 573 370 119
1161 ( 1087)| 266 ( 262)| 527 ( 550)| 338 ( 364)| 121 ( 120)
C-E2)
AF-2 (2-(2-7Y)-3--= +a-2-ZYL)TFTHYLFT K
SAZ TR F RS L

ICR-191 :2-% pF-6-/0O0-9-[3-2-YAQIFI)TI/ FAELTI/ITH YT - 2HCI
B[a]P RUYlalELY
2AA C2-FTI/TURSEY

*: HERYEICL 2EBEESBOOLNICLERT .
( IAF 2BOTL— FOFEHEERT .

24



T-2904

(B13=2)
AREBRER X (EFER
SRS DR < No. T-2904
HERETEEAR 2019525208 &Y 2019425238
wEEe | WBRnE ERERB(O=—H/TL—F)
% 3 DORE EENERE TL—L T RE
AR | (ne/771-H TAT00 TA1535 WP2uvrA TA98 TA1537
B 5t B 124 7 32 24 8
Fe+2) 114 (_119) 12 ( 10) 31 ( 32) 18 ( 21) 10 ( 9)
106 10 35 20 7
0.15 106 ( 106) 7 9) 31 (33) 20 ( 20) 4 6)
139 5 25 22 4
0.31 13 (_126) 7 ( 6) 21 (23) 21 ( 22) 4 (4
SOMix 93 12 31 23 4
(=) 0. 61 106 (100) 6 ( 9) 36 ( 34) 18 ( 21) 5 (5)
123 4 35 15 7
1.22 107 (_115) 6 ( 5) 29 ( 32) 23 (19) 10 9)
119 5 21 25 4
2.44 108 ( 114) 4 (5) 25 ( 23) 16 ( 21) 6 ( 5)
62 * 3 * 10 * 13 * 8 x
4.88 84 ( 73) 5% ( 4) 22% ( 16) 13 ( 13) 8 x ( 8)
B 5t B 123 8 39 32 11
Fe+2) 104 ( 114) 7 ( 8) 29 ( 34) 27 30) 13 ( 12)
135 7 25 35 10
2.44 133 (_134) 5 ( 6) 26 ( 26) 35 ( 35) 9 (_10)
125 7 32 30 7
4.88 121 ( 123) 10 9) 32 ( 32) 26 ( 28) 10 9)
SOMix 111 6 23 27 4
(+) 9.77 18 (_115) 8 (1) 26 (25) 25 (26) 7 6)
122 6 21 31 10
19.5 M 11) 6 ( 6) 28 ( 25) 21 29) 1 1)
110 4 24 22 7
39. 1 102 ( 106) 3 (. 4) 21 ( 23) 31 (. 21) 10 9)
14 * 0 * 10 * 10 * 4 %
78.1 91 ( 83) 0*x(C 0) 24 % (17) 13 12) 6x( 5)
a4 AF-2 SAZ AF-2 AF-2 1CR-101
SOMix AR
EBE | (40 1-h 0.01 0.5 0.01 0.1 1.0
EL%
B VED |y 570 232 87 350 1604
1 566 ( 568) | 220 ( 226) 99 ( 93)| 317 ( 334)| 1472 ( 1538)
xf % W BlalP 2AA 2AA B[alP BlalP
B somix [ mg
EBE| 000 5.0 2.0 10.0 5.0 5.0
ET 3
B0 |- y| 1260 258 556 321 80
1375 (1318)| 266 ( 262)| 589 ( 573)| 293 ( 307)| 110 ( 95)
(5%
AF-2 (2-(2-7YN)-3-G-=rE-2-TYJL)THYLFTIF
SAZ T FRUSLA

ICR-191 . 2-4 r%o-6-/00-9-[3-(2-/OAIF)) 72/ FAELTI/]ITH YT - 2HCI
B[alP RUYlalELYy
2AA 2-TEJ/TURSEY

*: FERYBICLPEBRENSRO N EETT,
C IAIFE 2BOTL— FOFEHIEEZTRT,
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(BI%3)
HERE R X GENKAR)
SRS DR < No. T-2904
HERETEEAR 2019528218 &Y 2019425258
wEEe | wRmE ERERB(O=—H/TL—F)
%) ORE EENERE JL—L T RE
AR | (ne/771-H TAT00 TA1535 WP2uvrA TA98 TA1537
B e skt B 116 13 28 20 10
Fe+2) 18 (_117) 10 ( 12) 22 (_25) 23 ( 22) 8 (_9)
112 8 20 24 5
0.15 95 (_104) 4 (_6) 2 21) 26 ( 25) 5 (5)
136 8 22 17 8
0.31 104 ( 120) 4 (_6) 25 (24) 24 21) 4 6)
SOMix 102 6 20 26 5
(=) 0. 61 115 (_109) 5 (6) 23 (22) 24 ( 25) 6 ( 6)
105 8 28 23 5
1.22 96 (_101) 9 (9 22 ( 25) 29 ( 26) 8 (1)
129 8 20 12 6
2.44 100 ( 115) 5 (1) 25 ( 23) 18 (_15) 3 (5)
13 * 4 % 16 * 3 * 4 *
4.88 87 ( 80) 4% ( 4) 15% ( 16) 6 * ( 5) 5% ( 5)
B e skt B 134 7 28 33 1
Fe+2) 18 ( 126) 0 9) 24 ( 26) 35 ( 34) 8 (_10)
114 7 22 34 6
2.44 104 ( 109) 4 (_6) 28 ( 25) 38 ( 36) 6 ( 6)
117 8 25 38 10
4.88 19 ( 118) 10 9) 25 ( 25) 35 ( 37) 5 ( 8)
SOMix 120 8 30 48 4
(+) 9.77 124 (122) 5 (1) 22 (26) 37 ( 43) 8 (__6)
126 9 25 39 5
19.5 13 ( 120) 5 (1) 19 ( 22) 47 ( 43) 5 (5)
125 11 26 29 7
39. 1 11 118) 3 (1) 22 ( 24) 42 ( 36) 8 ( 8)
76 * 11 % 17 * 30 * 4 %
78.1 79% (78) 6% 9) 25 % ( 21) 41% ( 36) 6% ( 5)
a4 AF-2 SAZ AF-2 AF-2 1CR-101
SOMix AR
ERBE | (400 1h 0.01 0.5 0.01 0.1 1.0
ELE
B V0 [ wy| 589 333 111 431 1047
1 602 ( 596)| 311 ( 322)| 104 ( 108)| 410 ( 421)| 1044 ( 1046)
xf % W BlalP 2AA 2AA B[alP BlalP
B somix [ mg
EBE| 000 5.0 2.0 10.0 5.0 5.0
EFB
B0 0wy | 1812 238 525 350 110
1222 (1267)| 200 ( 219)| 502 ( 514)| 333 ( 342)| 122 ( 116)
(5%
AF-2 (2-(2-7YN)-3-G-= rE-2-TYJL)THLYLFTI K
SAZ 2 UKy FN
ICR-191 . 2-2A h%36-/00-9-[3-Q-YOAIFI)FI/ FAELTI/ITH YTy - 2HOI
BlalP . R ValELY
2AA (2-FE/TFURSEY

*: FERYBICLPEBRENSRO N EETT,

C IAIFE 2BOTL— FOFEHIEEZTRT,
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200

150

B/ TL—+

100

50

BIREREOD

200

150

100

50

HREEIn0=-_—%/7L—Fk

AERIGHE (REER TA100:-S9 Mix)

0 0.15 0. 31 0. 61 1.22 2.44 4.88
wWEMEORE (ug/FL—+F)
FAERIGEEE (REKER TA100:+S9 Mix)

0 2.44 4.88 9.77 19.5 39.1 78.1

HEYMEORE (ug/TL—hk)
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X 3

aR=——%/JL—+

BREREan=——%/JL—*k

30

25

20

15

10 <

30

25

20

15

AERIGEHE  (ARHER TA1535:-S9 Mix)

0 0.15 0. 31 0. 61 1.22 2.44 4.88
wEMEORE (ug/FL—F)

AERIGEHR (KFER TA1535:+89 Mix)

0 2.44 4.88 9.77 19.5 39.1 18.1

HEYMEORE (ug/TL—hk)
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X 5

BHREEIO0=-_—%/7L—Fk

BHREEIn0=-_—%/FL—hk

50

40

30

20

10

50

40

30

20

10

AERGHE (KB WP2uvrA:-S9 Mix)

4
0 0.15 0. 31 0. 61 1.22 2.44 4.88
BEMEORE (ug/ TL—h)
AEREHE (KB WP2uvrA:+S9 Mix)
0 2.44 4.88 9.77 19.5 39.1 78.1

wEMEORE (ug/FL—*F)
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aR=——%/JL—+

Ean0—_—#%/JL—+h

50

40

30

20

10

50

40

30

20

10

AERIGEHR  (RFER TA98:-89 Mix)

0 0.15 0. 31 0. 61 1.22 2.44 4.88
HEYMEORE (ug/TL—hk)

FRERICHER (RER TA98:+S9 Mix)

0 2.44 4.88 9.77 19.5 39.1 78.1
HEYMEORE (ug/TL—hk)
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X 9

30

25

20

15

10

BHREEIn0=-_—%/7L—hk

= 10

30

25

20

15

10

BHREEIn0=-_—%/FL—hk

AERIGHER (KFER TA1537:-89 Mix)

0 0.15 0. 31 0. 61 1.22 2.44 4.88
HERMEDORE (ug/TL—H)
FAERISHIR (RER TA1537:+89 Mix)

0 2.44 4.88 9.71 19.5 39. 1 18.1

WERMEDORE (ug/TL—H)
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Attachment

Background Data

Test Category : Bacterial reverse mutation test (Preincubation Method)

CODE No. : 180728

Period : From May 29, 2018 to July 12, 2018

M t
Test'er S9 Mix () or (+) Classification Mean S.D. anz?ge'men range.s - Number of
Strains Lower limit | Upper limit |  plates
Solvent control 104 11 72 137 100
- Positive control
568 40 449 687 100
TA100 AF-2 (0.01 pg/plate)
Solvent control 112 14 71 153 100
+ ..
Positive control
B[a]P (5.0 ue/plate) 1105 90 836 1375 100
Solvent control 8 2 2 14 100
- Positive control
318 47 177 459 100
TA1535 SAZ (0.5 pg/plate)
Solvent control 8 2 1 15 100
+ ..
Positive control
2AA (2.0 pglplate) 253 30 163 342 100
Solvent control 25 5 10 39 100
- Positive control
90 9 64 116 100
WP2UVrA AF-2 (0.01 pg/plate)
Solvent control 27 5 13 41 100
+ ..
Positive control
2AA (10.0 pg/plate) 622 46 485 759 100
Solvent control 19 4 8 30 100
- Positive control
366 34 263 469 100
TAOS AF-2 (0.1 pg/plate)
Solvent control 27 5 14 41 100
+ ..
Positive control
B[a]P (5.0 ue/plate) 377 36 267 486 100
Solvent control 7 2 2 13 100
- Positive control
1246 174 726 1767 100
TA1537 ICR-191 (1.0 pg/plate)
Solvent control 9 2 2 15 100
+ ..
Positive control
B[a]P (5.0 ue/plate) 98 10 68 128 100
(Notice)

Solvent controls
Positive controls

S9Mix

Water, Dimethyl sulfoxide(DMSO), Acetone, N ,N -Dimethylformamide(DMF), 1,4-Dioxane

AF-2
SAZ

ICR-191 :

B[a]P
2AA

: 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide

: Sodium azide

: Benzo[a ]pyrene
: 2-Aminoanthracene

(-) : without metabolic activation
(+) : with metabolic activation
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EHEMRIEE (1/2)

RRE 5 . T-2904

AREE . A VA7 OMEE RV DEREAZLERR

ARBRIIUTIORTEEICE > CTEBS N & 2 RIEB L E T,
« THBEEDEFCFROIRREEE T 2RBERICET 258 (PR 23 4 3

A31 H:EE3 033185 . Fak23:03- 29 EHE 6 5. BRI 110331010
) :

ek, REIXTROEY L., MEBLE L,

RER DA
RBRELERV
H H By HOE B EEEHEE~D
WEH
AR EE 20194 2 H 12 H 20194 28 12 H
- RE (WBRYE) 20194 24 21 H 20194 24 21 H
BRI E o WL
HE. 20194 2 H 23 H
20194 2 H 27H 20194 2 H 27H
EF—x 20194 3H 6H 20194 3 H 6H
WEHR 20194 3 H 8H 20194 3 H 8H

RKREEER M- £ 20194 3H 6H 20194 38 6H

REHEE 20194 3 H 27H 20194 3 H 27H
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e % AR A ,
HMMEEE RO
H H e WOE OB EEEEE~D
W& B
B OB MERE 20184E 11 A 22 H
20184 11 H 268
20184 11 A 28 H 20184 11 H 28 H
Bt R E o & 20184 11 A 28 H 20184 11 A 28 H
20184 12 A 18 H 20184 12 A 18 H
20184 12 H 19 H 201848 12 8 19H
20194 1 H 17H 20194 18 17H
20194 2H 7H 20194 28 12H
7ut A&
HRREEER O
" H RREE HYyE A OAE B EEEHE~O
4B
PR . T-2875 e 20194 1A 8H 20194 1H 9H
(AEZRERR)

2¢) 9% 3 A2) R

BRIV —F ¥ 5
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