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SERE(-A 7 & 7 — R GEMRED

7K 4 i

VAR

VERREE
7K 50 mg/mL REH(AHEE B BEERTICTRIE)
DMSO 50 mg/mL ARHE(YHEAE B REZERTIC TRIE)
T kv 100 mg/mL LA b (M8 B ME RIS TRIE)
O —

8) REHRHE
ER-EXFERYERTE, Fr xRy b 1 FEREFHFE:10~30C)TH
HF L,

9) BHRWLEOEE
R v R, BFRUOBEKRESEHALE,

12  BEEnE
& Fr BExT oy bEE 4 & L A Ve
Foleflize T

*] r E‘ [ 7AN ) d ;’

AF-2 - WAP0369 | BERGESEHRFR | 100.2% Y5k
e T3 )

*2 =1 AN 0 =b3 L,
NaN; pRst Ay KILN3948 HEfEaEmER | 99.8% | REMSH
ICR-1917 f:lysmences’ 534652 R L A — —

C.
FYefigE T

x4 % 0, J—
2AA Best AL ASM1101 J-- g RN N 97.4%

#1: 242- 7 V)3 (5-= b a2-Z U TFT U AT I F
2. TP T MU DA
¥3: 222 b ¥ V67 2 R9B3-R-7unTFA)NTI )T I T IY
= 2HCI
¥: - T I )T oY
1) RESM
BEFERHEREE, RSE 13, FFAREHE: 1~10C)THRE L.
2) EBdRWEDHEE
FR, v R7 | BFROBREZFERA LK,
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2. HERIZHWEER
2.1 EERUEREH
Salmonella typhimurium (5 X X F 7 AH) TA100, TA1535. TA98 XU TA1537
& Escherichia coli (REEHE) WP2uwrd Ve, BEANRA T v AW & —
MEBERKMELTI Y, 2 XIF7 AEHIZ 200343 B 13 Biz, KIBEIX 2003 49
A 20 Bz EhEhsEsni, “hboRBERIY, (FEHEOMEOLE| &
I EDEEIBRARBOFEIC OV T TRED * BV AT REMRER
EUHMEZ AVIERERERARICAVD Z LB HREENRTWS,
22 # fF
RERICHAWEERIE, Ho»r U7 I/ BERKE., BARESE, RER
B, 7723 F pKMI01 OFE, BN RERVCEEMBEIC OV TREL.
INHOBEFRELTVWAZ LEERL TV, RBEROBERICO A FNV
ANVEHRF T BDMSO, v v MNEE TY025, FiE 99.0%LA L, EAMBPILA 7 |+
WV RAREER RS RITEERARNE FRELL 10:09 OFE&TMR THEL,
{8 FARFE C stock culture & U CHBIKIBFE( A A b 1 8(7)RRERE 2. MDF-293AT,
SEHEBEEAAL AT 4 ABE)IC TR0 CLL T CHRERTE Ui, RBRICIIER
L CER Lz,

3. EEHIR O S9 mix
3.1 B Ot
1) BRI a—REXLEREMTL— )
FTAAF LT AN(F U = VBB T EHRNS)E v,
2 v hEE: ANIX160KV(2006 5 11 A 9 B &xE, FHEFREAR)
ANIX340LV(2006 £ 12 H 23 BRbE, AHER)
2) BEX
&K (Bacto Agar, 2 v hZE S 6080253, Difco Laboratories) 0.6 w/vYe s UNE1L
F U A0S whEESDEKIZ, AXIF7RABECRERAF D05 mME
CEAF 0.5 mM OFERERE ., XKBRIKE IV 77705 nMBREEE
b 10:1 TRA L,
3.2 S9mix
1) T bEFS9
Phenobarbital & ! 5,6-benzoflavone % i 5 L 7= 7 E#mDHE SD 7 » M(iE
& 215.1£10.7 Q)DOfFIE L 0 HR L 7 S9(2 » HEEE 06090106, 2006 5E 9 B 1
AiE, ) VB TEMRRSH)E AV, SO X EEAREE CEERE
(754 A b o ARDRBRE 2, MDF-293AT, ZHEMAA A AT 4 IS
WC-80°CLAT TR L, BERICITARRE L THEA LT,
2)  S9mix OFERL ,
S9 mix tZ S9 mix A cofactor (1 v b &FE5 999603( A EFR E B U 999604(A4

__7_.
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REAY = A NERTERS)E RV THBICER L,

S9 mix 1 mL {Z#%. MgClh % 8 pmol, KCi % 33 pmol, /2 —2-6-VJ VE%
5 pmol, NADPH # 4 pmol, NADH #% 4 pmol, 7 M U 7 &- U L EERRENHE(pH 7.4)
% 100 pmol, S9 % 0.1 mL &#r,

REREHR O E

2.5%0 Nutrient broth No.2 (2 v h3&5 298714, OXOID Ltd.)11 mL Z4¥ELZL
A (SR 27 mL)IC ., SyEEEHRE Lz stock culture 7 5 TAL00 kX 30 uL. WP2uvrd 115
pL. TA98., TA1535 EUF TA1537 % 20 puL ##ERBEL, ¥ — Y —RiRL 2
(MONOSIN-IIA. & 1 T v 7 ¥REHNT L 0 {9 50 B/ DR & 5 BT 37+0.5°Ciz
T 9 KFREEE Lz,

BB TRRIC A RES () RARy 7 U, T AT SA 4T 7 HEAEH)
I D 660 nm TEZRBOBELZREL, FXIF 7 AETIL 2.3x10° cells/mL LA
E. KEBE T 3.8x10° cells/mL A LOBERIZE L TWAZ E2BERLE, &bl
Ihbo L FEOEBRIEE. SXNEHERICA L)LY RER TEERED
BEZAEL. 3 XIF 7 AETIE 23~2.7x10° cells/mL, KIFE TiX 3.8~4.2x10°
cells/mLICEREFR L. T L BN R X I 57 AFE T 2.3~2.7x10° cells/mL,
KIBHE T 3.8~4.2x10° cells/mL THoBEREOEERHBAICER Lic., £0EE
FOAEBEEFEH L,

HIEREOEEEEUTICRE L,

SRR TA100 | TAI1535 | WP2uvrd | TA98 TA1537
HERERR 2.6 2.5 4.0 2.5 2.5
A = Bl 25 2.4 4.1 2.4 2.4
(x10° cells/mL)
WRME R OBtk HE O
PR E O
1) {EABEE
T b (RIEEK,. oy MES DPI7208, FIEE 99.5%LL B, FndehiZE TR
Rty r A e,
2) BESRIROEH
HER BT LY, FEKD 50 mg/mL U DMSO @ 50 mg/mL THRE, 7k b
@ 100 mg/mL THEME L7z, 7 b THRELE 100 mg/mL OFKRZ. ZET
L 2 B CRBKRVEHAOELREAONTREL SN, T
b EEEIORIR L,
3) FREEE

EEWEIC T P rENL, Fa—T7 I —CEH LT 100 mg/mL OF
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6.2

6.3
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WAAML, ELICTEDCBREILR2D L) RBETCHFRLL.
PR SRR

RIS L%, =B - R T CREL 2RFELINICER L,

Rottk ot PR AR

TRElE

B HH Ui, NaN; iIXFEEKEFAEZK, 7y MBS K6F74, BRASHE K
FEIEE THICEEAE 84, AF-2, ICR-191 R UF 2AA tX DMSO(2 » hE5E TY025)
WA S8,
{RE it

R TRBRIRHE(SA A b u U(RERE 2, MDF-293AT. =HFE#S
A F AT 4 DHASHNC TB0°CLAT CHHEEF L=, RBIGITARERLT
HEHLE,

RERIT IR

SOmix EFETRUOEFEET T VA UF =g UEIC LD ER L,
RMRICIE3 o7 Lr— e Hv., B RECHBREDEAERIIIHAES
20T L— v ERAWE, FTL— MIERBR - FEE, BEA. SImix DHFE

RUAEZHATLLL,

B{EFIE

0.05 mL OZEBRME IS I 0.1 mL DR RE OFERE. 0.5 mL D 0.1 M
F R U AU EREEIE(PH 7.4) XX S9 mix, 0.1 mL OFEEREERRET LML
T37£05CT20 5fIE & 5 Lz, BREX 2mL #MABE Lk, 7L — MIE
BT, 37:0.5°CT 48 R Lo A LEREE s v =—HEFHE LT,
MEAE

55 AEOHBRMEREE0.05 mLYE T 89 mix(0.5 mL}ZZEENEER 2
mL ZMZIBE LEE, FL— MIERB LK, 37:05CT 48 e L7z, 1%
ROFEEHE L,
Rt et R B OB =t R

BB e UCERBLEE Ay, BRBRERIOS CTTROBE R E 2 EH
L7,

TA100 TA1535 WP2uvrd TA98 TA1537
. AF-2 NaN; AF-2 AF-2 ICR-191
-89 mix
0.01 0.5 0.01 0.1 0.5
. 2AA 2AA 2AA 2AA 2AA
+89 mix
1 2 10 0.5 2

(AL pg/ 7 L— )




K01-3686

64 FERE
1) HFAEREAR
5,000 pg/7"L— M EEEIC AL 4 THRR LG 6 BREEOREERE L,
2) ﬁﬁﬁ
ERTERBORER, SOmix IEFETROFEET L b, TATORBERKRIT
kwr Rt RED 2 (FUL EOERER o v =—HOBIMIFRDH bhizdo
Fro ABMHEEIT S mix EEETEOEET L., TRTORBRERICBWT
@ bhihol, HRMEDOILERIL S mix FHEETRUCFETLLRYL
niphnoiz,
L7edo T WP ORBRSEME L b 5,000 pg/7 b— h & BEEITALL 2 THR
L7- 2,500, 1,250, 625 R1X313 ng/F b— FDAE S AREZHREL TARRE

=L,
7. BE - EHE
71 B &
WEE DR OEEFRECEEL ATHECHEY EERAME THEL
‘f‘uo
72 B #

FTRTODFL— reonWCan=—7FF A F—(CA-11D, ¥RART A ¥ =
VAMRAH)THE L, 2u=—7 754 ¥V—Cik. #HB0EHEsmER
ERUEZEE LAE L2 =—8E L,

8. FEROYIEENE

ERER o oo —EHARICERF LRI 2 FLA i3 L, £ 08
CEEMEARDONEHEEBEL L, TS 0BE it e Lic, HE-FRL
HidToRhoT,

REEOEEMICEELRIFL-EEZLNIES
ﬁﬁwfﬁﬁu%@%&ﬁbi&%l%ﬂé%iﬂwbBﬂt#otu
RERRGE
1. FAERERE
REEREEZR IR, ABERGHREZK 1,217,
SOmix EFFETREUEET & H. TRATORBRERIZB N T, BHESRED 2 %

P EOERERa o =—EOEMIRD bhihofr, AFEER SO mix FEFET
BRUOGETEDL, TN TORBERICBWNTRD b o7, #HEBREE ORI
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SO mix FFETRUOFET L bROLARD T,

2. AR
RBREREE2IC, AERGHBREZE 3, 4 1277,
SO mix FEFETRUOEET L b, TRTCORBEKRICBWT, BEENRED 24
P LDERER S o= —HoBMEER bhieho i, £FHEL S9 mix FFFET
BOFET L L. TRTORBRERIIBWTROD bR oT, HRHE ORI
SO mix FEFETREVFET & BB LRI,

BER SR

RBOFER, S9 mix DFEIZ»»1b b, TRTORBERIBWTERERa=
=B RERRED 2 BRECh o), EREEIIRMELHELE,

BB OERER 2 v = — KIS RED 2 FUETHD . BENREUOEE
HEBOBRERao=—8I. X N LT —FZDOHERNTHoT, iz, RBRIC
BP0l LRSS, HBIIEEICERINTZ L 2HE LT,

UEOERNL, ARBEMETICBWT 13F-OLE 3BREEFREZR I 2VWHO
&L=,
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= 1 2 B £ B X (HEEREHER
T AT 13F-0LE
HEREHAR 2007/1/12~2007/1/15
. HEYE EREE&CD——%/FL—F)
fHEll ) o'm 2 EEREERY FIVRINTp] ¥
(g g/TL—M) TA100 TA1535 WP2uvrA TA9S TA1537
141 117 12 10 30 43 30 17 i2 17
[EqeFofis 129 {129 )] 13 ( 12 ) 54 ( 42 20 {22 ) 19 { 16 )
134 18 40 21 26 ‘
488 115 (125 ) 10 ( 14 )| 35 ( 38 23 {22 ) 12 { 19 )
126 15 37 16 21
19.5 87 (112 1 { 13 ) 40 { 39 31 ( 24 ) 14 ( 18 )
—59 mix 94 ] 42 21 16
78.1 123 (109 ) 14 ¢ 13 ) 34 { 38 22 (22 ) 2 {( 19 )
116 13 45 30 25
313 109 (113 ) 19 { 16 )| 35 { 40 26 ( 28 ) 16 { 21 )
102 8 45 21 22
1250 59 { 101 ) 13 (11 ) 44 { 45 16 {19 ) 22 { 22 )
103 6 36 22 13
5000 101 (102 7 ( 7 3 38 ( 36 19 (21 ) 21 {17 )
146 134 i4 12 36 52 40 28 6 44
PEAEER 129 (136 ) 8 C 11 ) 34 ( 41 34 ( 34 )} 42 ( 41 )
123 14 36 34 37
488 105 (114 ) 12 ( 13 )| 6t ( 49 43 (39 ) 27 ( 32 )
107 i3 49 | 43 31
19.5 141 (124 ) 11 { 12 )| 45 ( 47 30 ( 37 3 40 ( 36 )
59 mix 146 10 49 43 a2
78.1 134 ( 140 ) 16 ( 13 ) 43 { 46 33 (38 ) 42 { 42 )
128 5 43 38 31
313 136 (132 ) 13 { 10 ) 45 { 44 33 { 36 ) 51 { 41 )
127 10 44 29 a5
1250 121 (124 ) 1 ¢ 11 )| 44 { 44 35 { 32 ) 34 { 35 )
99 13 54 35 31
5000 132 (116 ) 8 ¢ 11 ) 48 { 51 35 { 35 ) 40 { 36 )
. BT AF-2 NalN; AF-2 AF-2 ICR~191
& g%mé’ﬁ; AR/ I —h) 0.01 05 0.01 0.1 05
L ap=——#%/ 711 447 413 503 1211
JL— | 668 { 690 ) 460 ( 454 ) 401 ¢ 407 )| 577 ( 585 )| 1318 ( 1265 )
# somixk 2 % 2AA 2AA 2AA 2AA 2AA
B 40 an=——#/ [1288 284 454 438 327
JL—+ 1211 ( 1250 )1 220 ( 252 )| 446 { 450 ) 415 { 427 ) 239 { 283 )
[E#]

o ( ) F—bOan=——¥NDFHE.
- AF=2:  2-(2-2 )L)-3-(5-=bA-2-FUNYF N TFEFR
= NaNg: FUEFRUSA

- ICR-191; 2-ARHF3-6-20O0R-9-[3~(2-ZOOTFII-FER/TOE I TE/ITHUD -

r 2AA: 2-FRIT NS

12 -

2HCI
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*x 2 2 B 8 B % @GFHBE
HEMBERF: 13FOLE
FEESE AR 2007/1/29~2007/1/31
TERYE HIFERS oo —&%/FL—h
RWELER | oR 2 BERERY SU—Lyor
{ue/FL—k TA100 TA1535 WP2uvrA TA98 TA1537
151 145 16 11 20 27 27 25 g8 7
IRt R 124 ( 140 ) 19 { 15 ) 27 ( 25 30 (27 ) M { 9 )
132 14 34 27 14
313 160 (146 )} 6 {10 ) 31 ( 33 27 (27 ) 8 {11 )
135 12 35 20 B
—59 mix $25 135 {135 ) 8 { 10 ) 28 ( 32 33 (21 ) 3 ( 6 )
162 8 15 35 5
1250 134 (148 ) & ( 7 ) 25 { 20 283 (32 5 ( 5 )
128 14 29 28 6
2500 128 ( 128 ) 14 ( 14 ) 23 { 26 34 {31 ) 17 ( 7))
133 18 31 25 6
5000 144 (139 ) 8 ( 13 ) 30 ( 31 41 {33y M {9 )
148 177 18 13 26 26 44 44 i 14
=g 179 ( 168 ) 14 ( 15 ) 23 ( 25 36 C 41 ) 19 { 17 )
176 10 25 34 23
313 185 (181 ) 15 { 13 ) 30 ( 28 45 ( 40 ) 25 ( 24 )
17 4 29 35 19
88 mix 625 169 (170) 7 ( 6 ) 40 { 35 36 { 36 ) 19 ( 19 )
168 5 40 37 18
1250 166 (167) 8 ( 7 ) @23 { 32 43 { 40 ) 22 ¢ 20)
180 14 19 41 14
2500 165 (173 ) 12 ( 13 ) =0 { 25 37 { 33 ) 16 { 15 )
144 7 23 37 26
5000 171 (158 ) 8 ( 8 3 23 { 23 A4 C 41 ) 18 ¢ 21 )
s . & I AF-2 NalN; AF-2 AF-2 ICR-191
L g;"a‘:ﬁ; AR (ug/TL—b) 0.01 05 0.01 01 05
o ey an——#/ 770 448 386 502 1927
ZL—k | 813 ¢ 792 3| 470 { 459 )| 388 ( 387 )| 565 { 534 )| 2270 ( 2098)
| somixg £ 2AA 2AA 2AA ZAA 2AA
B 1o an=—#/ |1235 252 294 385 293
JL—F 1134 (1185 230 { 241 ) 315 ¢ 305 ) 402 { 394 ) 260 ( 277)

[#=]

( 3 FL—FOan=——#HOFEHiE,
» AF-2:  2-(2-TU L3~ {5-=hO-2-2)L)FT SV TR
- NaNg: FH{bFRUo A

- ICR-191: 2-ARFL —6-500-9-[3-(2-FANLF LT/ TAENTFTI/THVD -

- 20A: 2-FRITURSEY

13

2HC!



#HRERMCOH=—/TL—b

HiRTEREHao=——/7L—F)

140

120

100 |

80

160

140

120

100 r

8G

60

40

20

0

K01-3686
BERRKH REEREAR

——TA100

N —a—TA1535
—A—WP2uvrA

: ——TAS98
—e—TAI1537

0 4,88 195 78.1 313 1250 5000

WEMERE (ne/TL—M)
E1 —S9 mix (ZHITRHAERGHE

(\/\\\‘
—e—TA100
—m—TA1535
—A—WPZuvrA
—2—TAIE

i —8—TA1537

Q:_——i /’}k‘;—;’a

] raAl .

T7 — —a 4.__\—* —E u

0 4.88 19.5 7841 313 1250 5000

BERMERE (1T~

2 +S9 mix ICHBTHBERIGHE



HRERKE@QO=—/TL—F)

wRERMEOn=——/JIL—N)

K01-3686

A E R i il #GGEE

160
140
120
100 —e—TA100
—m—TA1535
80 —A—WP2uvrA
—>—TA98
60 —@—TA1537
40
20
0 1 1 1 ] 1
0 313 625 1250 2500 5000
HEMERE (17—
E3 —S9 mix ITBTABEEREHE
200
180 A
¢ g —&-
160 [ /\
140 |
120 | —e—TA100
—B—TA1535
100 | ~—A&—WP2uvrA
80 | —¢—TA98
—8—TA1537
80 |
40 e > 3 —_—
0 | 1 1 ] 1 L3
0 313 625 1250 2500 5000

WEMERE (ty/TL—M)

B4 +S9mix 2B 3R ERGHEE



K01-3686

B X MY INAT—F(KO1-3686)
TAAT 47 ANESHi

20064E7 R ~20065£12 A

B MRt AR (F#9438.D.)

-S9 mix 489 mix
TA100 |TA1535|WP2uvrd| TA98 |TA1537] TA100 |TA1535\ WP2uwvrd | TAS8 |TA1537

EfE 124 12 26 23 10 130 10 30 33 23

BEHEEE| 17 4 6 5 3 19 3 7 6 7
B 175 | 24 44 38 19 187 19 51 51 44
FBR 7 1 8 8 1 73 1 9 15 2
Bo 4 ot FR(SE#543S.D.)
-89 mix +89 mix

TA100 |[TA1535|WP2uvrd | TA98 |TA1537| TA100 |TA1535| WP2uvrd | TA98 |TA1537
Z AF-2 | NaNj AF-2 AF-2 |ICR-191] 2AA 2ZAA ZAA 2AA 2AA
HE&

{ug/7" 1~

EHiE 702 464 389 575 1853 | 1122 | 243 525 424 237

EBEE] 74 63 58 47 251 138 28 106 52 35

0.01 0.5 0.01 0.1 0.5 1 2 10 0.5 2

LR 924 | 653 563 716 | 2606 | 1536 | 327 843 580 | 342
T 480 | 275 215 434 | 1100 | 708 159 207 268 132
& =]

* AF-2: 24(2-7 D N)3-(5-= bR 2-Z VAT Z VAT I F

*NaNy: 7Pk b oA

s ICR-191:2-X hHir6-7 02 9-[3-2- 7 BT F T I /)7 NT I 2172 )Py - 2HC
F2AATR )TN EY





