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Table I  Hematological examination in male rats treated orally with 1-methylethenylbenzene in the combined repeat dose ang
reproductive/developmental toxicity screening test =
Dose (mg/kg/day) 0 40 200 1000
Number of animals 10 10 10 9
RBC (104 /ud) 848 + 37.7 885 + 28.6 848 + 40.0 865 + 24.8
H(PCV) (%) 46.2 + 2.10 474 + 1.79 46.0 £ 2.07 459 + 1.41
Hb (g/dh 15.7 £ 0.65 16.1 + 0.62 15.6 £ 0.72 15.6 + 0.45
Reticulo (%o0) 25+ 39 2427 2725 24+ 20
MCV (um* 545+ 133 53.6 £ 1.37 542 £ 1.01 53.1 £ 1.67
MCH (pg) 18.5 + 0.49 18.2 + 0.56 18.4 £ 0.35 18.0 £ 0.59
MCHC (%) 33.9+0.35 339 £0.28 338+ 030 34.0 £ 0.38
Pt (10%/u1) 94.8 £ 23.64 972+ 1391 968+ 14.15 1052 %777
WBC (10%uD t17 + 300 93+ 17.0 112 £ 265 109 + 327
Differential leukocyte counts (%) '
Lymphocytes 83+ 57 80+ 4.8 81+ 64 79 £ 89
Neutrophils
segmented 13+54 124+ 55 10+ 19 13+70
band 1+0.7 1+ 1.1 0+04 0+07
Eosinophils 0+07 1+13 1+08 1+ 1.1
Basophils 0%0.0 0£00 0+£00 0100
Monocytes 3425 6+ 25 8§66 7T+47

Values are expressed as Mean £ S.D.

Table 2 Blood chemical examination in male rats treated orally with 1-methylethenylbenzene in the combined repeat dose and
reproductive/developmental toxicity screening test
Dose (mg/kg/day) ' 0 40 200 1000
Number of animals 10 10 10 9
GOT(AsT) aum 851221 87+ 183 113 £ 499 99 + 29.3
GPT(AIT) aum 22+42 24+ 46 43 + 318 * 48 + 24 4 **
¥-GTP {1un 0+00 0100 0£00 0+07
ALP (un 239 % 37.5 279 £ 53.3 291 £ 759 269 £ 55.8
Total bilirbin (mg/dl) 0.1 £ 0.06 0.2 £ 0.05 0.1 +0.08 0.1 £ 0.08
Urea nitrogen (mg/dl) 140 £ 1.41 153+ 1.83 142 £ 1.45 18.9 £ 3.63 **
Creatinine (mg/dl) 0.5 £0.05 05+003 0.5 £ 0.05 0.5+ 0.03
Glucose (mg/dl) 144 + 134 136 £ 7.7 141 £ 89 130 £ 8.3 *
Total Chol. (mg/dl) 71+ 126 73 %215 95+ 154 * 83+ 159
Triglyceride (mg/dl) 85+ 392 68 + 26.6 56 £ 17.1 36 £ 11.2 **
Total protein (g/dbH 6.56 £ 0.330 6.57 £ 0.267 6.68 + 0.142 6.79 £ 0.282
Albumin (g/dl) 3.74 £ 0.104 377 £0.125 3.76 £ 0.078 387+0.217
A/G ratio 1.34 £ 0.092 1.35 £ 0.098 1.29 £ 0.047 1.33 £ 0.081
Inorganic phos. (mg/dl) 75+043 7.8+0.23 7.6 +0.60 7.8 X046
Ca (mg/dl 94 +023 95020 9.6+ 024 95+0.19
Na (mEq/l) 144 £ 0.8 144 £ 0.9 144 £ 1.2 144 £ 0.5
K (mEqg/l) 44 +0.20 44+0.18 45+0.13 4.8 £0.14 **
Cl (mEqg/l) 101 0.8 102 + 1.1 100+£1.2 100 £ 1.4 *

Values are expressed as Mean +S.D.

*, Significantly different from the control group value at P<0.05

** Significantly different from the control group value at P<0.01
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Table3  Absolute and relative organ weights in rats treated orally with 1-methylethenylbenzene in the combined repeat dose and
reproductive/developmental toxicity screening test

Dose (mg/kg/day) 0 40 200 1000
Male —
Number of animals 10 10 10 9
Body weight " ® 485 + 27.3 482 +28.2 479 + 243 435 + 30.7 **
Absolute organ weight
Thymus (mg) 338+ 725 342 £ 78.3 359 + 80.5 378 £ 90.4
Liver @® 13.28 £ 1.756 13.10 + 1.708 14.34 + 1.286 15.87 + 1.109 **
Kidneys ® 2.80+£0.189 2.89 + 0.289 3.05 £ 0.157 3.10 £ 0.158 *
Testes ® 3.15 £ 0.246 329 1+0.184 340+ 0.211 3.34 +0.359
Epididymides  (g) 1.18 £ 0.110 1.16 + 0.094 1.13 £ 0.085 1.13 + 0.147
Relative organ weight N _
Thymus (mg%) 69 + 12.0 : 71+ 14.6 7S+ 175 86+ 17.2
Liver (g%) 273 £ 0.221 2.71 £ 0.215 2.99 +0.172 3.66 + (0.292 **
Kidneys (g%) 0.58 % 0.051 0.60 £ 0.056 0.64 + 0.036 0.72 1 0.040 **
Testes (g%) 0.65 + 0.073 0.68 + 0.055 0.71 £ 0.063 0.77 £ 0.075 **
Epididymides (g%) 0.24 £ 0.027 0.24 £ 0.029 0.24 + 0.022 0.26 £ 0.033
Female :
Number of animals 9 9 8 8
Body weight (g) 308 + 14.1 314 £ 24.1 311 + 18.8 291 + 38.0 >
Absolute organ weight ‘
Thymus (mg) - 221+ 67.0 239 + 45.7 181 + 36.1 139 + 48.2*
Liver ® : 13.02 £ 1.071 13.61 £ 1.192 1524 £ 1.017* 16.16 £ 2.069 **
Kidneys ) 1.84 £ 0.131 2.151 0474 2.17 £ 0.219 245+ 0.191 **
Relative organ weight )
Thymus (mg%) 72 £ 210 76 £ 11.5 59+ 11.6 47 + 14.2*
Liver g%) 422 +0.248 -~ 434+£0258 491+ 0.283** 555+ 0.214 **
Kidneys (g%) 0.60 + 0.038 0.69 + 0.157 0.70 % 0.060 * 0.86 + 0.168 **

Values are expressed as Mean £S.D.
*, Significantly different from the control group value at P<0.05

**, Significantly different from the control group value at P<0.01

Table4  Summary of gross findings in rats treated orally with 1-methylethenylbenzene in the conbined repeat dose and reproductive/
developmental toxicity screening test

Sex Male Female

Organ
Findings Dose (mg/kg/day) 0 40 200 1000 0 40 200 1000
Number of animals 10 10 10 9 10 10 10 10
Liver

Dark reddish change 0 0 3 9 0 0 0 0

Enlargement : 0 0 0 1 0 0 0 1
Kidneys

Discoloration of the cortico- 0 0 0 0 0 0 4 9

medullary junction ~

Enlargement 0 0 0 3 0 1 0 7
Urinary bladder

Urinary calculus ¢ 0 0 3 0 0 0 0
Adrenals

Enlargement 0 0 0 0 0 0 0 1

Grayish change 0 0 0 0 ] 0 0 1
Testes

Atrophy 1 0 0 0
Thymus

Atrophy 0 0 0 0 0 0 0 1
Spleen

Atrophy 0 0 0 0 0 0 0 1
Skin .

Crust 0 0 0 1 0 0 0 0
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DHICED LN

AT TREAS X UIKARL, MBRTREREF LT
1000 mg/kgBEOBICED b h/:. BROBHHFRD L
1B Cit, MBOET - T\,

O, FAEEOERHIIBBEOKLIB], K8 OHE
FEEEAT1000 mg/kgBEDHE I TED & 7z A%, TORBIK
W OoBRMEEHBTL 2.

FETC L 221000 mg/kgBE DD IBITIL, BEMATIIARR %
KECEFZLTESL, EEI~2mmKOBRELDT~
sEZBH LN, BRIIEAL, BIlE RE B2
CICERE ISR LTV AR ESB L URINIIRICEEE 2 il At
Foobh, REFEILTWEEEbih, FoMifik
fE, BMBROESEI LD LN,

9)4B#4FR 5 (Table 5)

SN B T, HRYHICEE T 2B
i, BRE IUA%, BoEk, MoMRICZDOLR
7.

JERRE C o BRI D 0 B R 29200 mg/kg ML E DB O
HECER 6N, MECRBMTER R Y 2 Uit
ANESKICPEHRICED O, ZRIES>TEEAD
hLPEEFHEL TV —F, BTid/hEPRLERIC
BECALHK, FRRIEZPLBRRL T

B I RAE LB OB T8 DRINH 200 mgkgl £
BOBIZEAD LN, F0OIEEALORAPREMAE LR O
WEMTEEE> T/, 72, RAEE LR oK
200 mgkg A L OB ORICRED G, FOFEIC) LR
OBRERALNLBIGEMD o 72. TOERIIE AL
Ly FORBOER, FERIEIZRBETH 7.
B, HRTHEAIRD HN240 mgkgBEORE15I OB
CHAZERZD vk o /o,

BVE T EAIRE OB B B Wid #LA & IR E O3 s
1000 mg/kgiF DREMEIT 5B H L7z,

JBEBE T REHE LR OB HT1000 mgkgFEDHEIZERD 6
n, BELERBIEEZHAO2-MEICREL, UHAL
HETER~NOREHARBOBRRZE I AL H o 1.

BIRR T ZEFEA200 mghg L EOBEORICRO LN, K
HEMBEOERNTIBEI S > TV,

FOMIZRD SN BICOWTIE, WTR b PEKHE
ThHhy, TORRAKRAIOFRENLBERELELD
Nz, 2B, FEEEOIMEIIIHABEN L ELEIRD
bihkedol:.

FECHITILER, RE, B, BESLURIRICH
A bh, BRCRILICRATOLES L UFHLH
DFFELRH LT, FOMMIKES X BB OZEMED
B o15F (WA

24 mRESY

14 FEEEE(Table 6)
IR FEIREN Y 57200 me/kgBE T 161, 1000 mg/kg Bt T2BI32
BHNID, KRES X UEHEL b ICHHE L RRY

HRGHEOMICABLZERZOON 207z, $1:
B L VIR L A K OMPRERSHEIE DNICRIE +o1
LTRBL, REREARB L UREBRTE TI1g L
EEHoRBECHEELZRIROLN 2D o7, 2
B, HBEOHIMIIBERETIIREI BRI 55
7o, BRTERESHEL

2)5ri% - FE R AE(Table 7)

FET MW AHTA0B L U200 mg/kgBE TR IPZD & e
P, FOMOBEYIEVTROEFLGHEERL.. #
IR, FAKM, BRK, BRE, BEXREIUSHE
ik, RBELEBYHIRSFLEOMICEE RIS
bheho72, B, FESHREBWICE, FRTFERIC
BERROANBRE ST,

HE IR OBREIZB VT, 1000 mgkeBED2 THEI1H
KEHEROREFBBENL, ChoDBEMDH by
FITIRFERNDRILEN D %2, BRICEBEHERYA
BLTw/, 0158 TR, SHOWMETENICIIR
i, BALLBEINLSY, SFERSFHCL -gE
LHCE» SolmA A Sh, BALMKE L IPFER
EREFEIB I ERERORD, BIE, LESEDL
iz, B, 00 H1FIE RGO E R )
PEETH Y, MO161d HEEICE L WEERD ©RL
2. FOMOBEWICAEFRIEDOR R h ol

NFERICKIITEE
()4E1F#(Table 7)

1000 mgkgBE CI2BEOEFAERIFHEL 20D, FE
ZERDON L2720 00, AREFESETERMEL T
Lf:. Lf)‘l,, @@)ﬁ?&iifﬁ@%tli%&bmt&#o
7z, B, WWEARY, MEBIUHAERCR,
Wﬁtﬁﬁ%ﬁ?%ﬁkmﬁkﬁﬁ&ﬁu LR NCR (RS
ol

(24 R DEIE
WTNOBFTONERFLRTHEREIRO LN 2o
7. AEHRO—RRIKETIE200 mp/kg BEOIBI TRIFE 1B ICK
BOABILL R EFRFBRESNLEORT, ZOMOH
ERICERBEEZED LN b ot )

(3)iKE(Table 7)

1000 mg/kgBEIC B VT, MEOA B X 4B OKRED,
HAEZRBDOON LD o200, Hlks b ETREL
RUZ:. EBOKEHMEIIOVTIE, SRBWHEEKT
BCUABEL ZITRBEREY R,

(4)30kx

EFEW T, BOMI A0 mgkgBE o151, FE
BEAS1000 mg/kgBED LR D28, SR D38 47200 mg/kelF
DB, 1000 mghkeBED RO RD LN, $72, B
CEHWTIE, 2FERATEE L1000 mgkgli 02 TH
EWERDISEIRTEICERE S R/,
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Table 5 Summary of histopathological findings in rats treated orally with I-methylethenylbenzene in the combined repeat dose
and reproductive/developmental toxicity screening test

Sex Male Female
Organ .
Findings Dose (mg/kg/day) 0 40 _200 1000 0 40 200 1000
Number of animals 10 10 10 9 10 10 10 10
Heart ’
Focal myocardial degeneration 3 * * 2 0 * * Y
Liver
Acidophilic change of the 0 0 7 9 0 0 1 9
hepatocytes
Microgranuloma 1 0 0 0 0 -0 0 0
Kidneys
Increase of hyaline droplets in 0 0 3 8 0 0 0 0
the tubular epithelium
Basophilic change of the tubular 0 0 2 7 0 0 0 0
epithelium
Vacuolation of the tubular 0 0 0 0 0 0 4 10
epithelium
Infiltration of lymphocytes 0 0 0 0 0 0 0 3
Cystic dilatation of renal tubules 0 | 0 1 0 2 0 0
Focal scar 0 1 0 0 0 0 0 0
Nephroblastoma 0 0 0 0 0 1 0 0
Pyelectasis 0 0 0 0 0 1 0 0
Urinary bladder )
Hyperplasia.of the mucosal 0 0 0 8 0 * * 0
epithelium
Focal erosion 0 0 0 2 0 * * 0
Infiltration of inflammatory 0 0 0 2 0 * * 0
cells in submucosa
Adrenals
Increase of fatty droplets in the 0] 0 0 6 0 0 0 3
fascicular zone
Testes ‘
Atrophy of seminiferous tubules 2 * * 2
Thymus
Atrophy * * * * 0 0 1 5
Spleen ,
Atrophy : 0 * * 0 0 * * 1
Extramedullary hemopoiesis 0 * * 0 2 * * 1
Hemosiderosis 0 * * 0 0 * * 1
Skin v
Focal dermatitis * * * /14 * * * *

# , Number of animals showing lesion / number of animals examined.
*, Not examined.
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Table 6  Fertility and pregnancy data in rats trgatcd orally with 1-methylethenylbenzene in the combined repeat dose and
reproductive/developmental toxicity screening test

Dose (ig/kg/day) 0 40 200 1000
Number of pairs examined 10 10 10 - 10
Number of pairs with successful mating 10 10 10 10
Mating index (%) ¥ 100.0 100.0 100.0 100.0
Number of pregnant females 10 10 9 8
Fertility index (%) ® 100.0 100.0 90.0 80.0
Pairing days until mating 2.6 £1.139 33+£1.25 29+0.88 27+ 134
Number of estrous stages without mating 0.0 £ 0.00 0.0 £ 0.00 00+£0.00 - 0.0 £ 0.00

a) mating index (%) = (Number of pairs with successful mating / Number of pairs examined} X 100
b) fertility index (%) = (Number of pregnant animals / Number of pairs with successful mating) X 100
c) Values are expressed as Mean +S5.D.

Table 7 Delivery and litter data in rats treated orally with 1-methylethenylbenzene in the combined repeat dose and reproductive/
developmental toxicity screening test

Dose (mg/kg/day) 0 40 200 1000
Number of females examined 9 10 9 8
Number of females with live pups 9 9 8 8
Gestation index (%) @ 100.0 90.0 88.9 100.0
Gestation length (days) 221 +060° 223+ 050 22.8 £ 0.46 22.1+035
Number of corpora lutea 17.3 +2.55 16.0 £ 1.41 18.0 £ 3.12 17.1 + 1.73
Number of implantation sites 159 £ 232 139 + 4.65 15.1 £5.53 15.6 £ 1.30
Implantation index (%) ¥ 92.0 854 80.8 91.7
Delivery index (%)© 90.4 84.6 83.3 86.5
Number of pups delivered 144292 13.0 £ 4.85 14.1 £5.73 136 £ 292
Number of live pups on day 0 14.4 £2.92 144+ 174 159 +236 13.4 + 3.07
Live birth index (%) © 100.0 100.0 100.0 97.7
Sex ratio (male/female) 0.73(55/75) 0.60(49/81) 1.27(71/56) 0.79(48/59)
Number of live pups on day 4 14.3 +2.87 14.1 £ 1.27 153 +219 10.5 + 6.65
Viability index on day 4 (%) © 99.3 98.0 96.4 75.0
Body weight of pups (g)
on day 0 male 6.5 £ 057 6.7 £ 0.60 6.6 +0.65 57+ 1.04
female 6.1 £ 048 6.2 £ 043 6.1 £ 0.63 541095
on day 4 male 10.6 £ 1.33 10.7 £ 095 10.1 + 1.68 9.6+ 153
female 10.1 + 1.12 99+ 083 94+ 148 9.1+ 154
Body weight gain of pups (g)
dayOto 4 male 39+078 40+ 0.78 3.8+0.90 3.5+0.75
female 3.7 £0.51 3.7 £ 0.69 3.6+ 0.80 3440385

a) Gestation index (%) = (Number of females with live pups / Number of pregnant females) X 100
b) Implantation index (%) = (Number of implantation sites / Number of corpora lutea) X 100

c) Delivery index (%) = (Number of pups delivered / Number of implantation sites) X 100

d) Live birth index (%) = (Number of live pups on day 0/ Number of pups delivered) X 100

e) Viability index (%) = (Number of live pups on day 4 / Number of live pups on day 0) X 100

f) Values are expressed as Mean +S.D.
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BEBYEORBERSICX2ERE LT, 1000 mgkgh
OB TIHEERNIG, BERERL B X UBERSHIE
HHi, FANSEE L. BEFAICIEmS X CURE &
iZ, BRICZBOERA LMBRRICX 2BEIFROO R
I Ehs, BRAERCEYRAZTIERI LECLL
POLEBRINS, SHLICEFEMOFHBKRTHBICITE
RICEESZDORTWAZ LA S, 1000 mghkgBEDHET
BEBRYHEIC X D REBRICEILERIL, METERDL
ZobolEZONS, HTHLEENICAREEMIHO
BRPRO LN, BB UBKERRZEDLRE
F AR RAR )

ERE I UER~NOERL LT, FRTCIIEEMME
HBZEAL D200 mghkg A LOBOMMET, BRTIIEEL
B DHEEHT1000 mghkgHEDHETRO L /-, BRORM
HELERCEDONEFROBMIES v MCBERY%
ZThbh, RILKFELEHORSFICIDELL I AT
HONTWABEY, F7-, WFERISABICIEETH L LK
5N BB - BB R AL, FoRISE LTIHHEEED
BN LEAMBT 229, RFBITBVTH IR LR
Z—EOBFRD LN b, MORILAELLS
WERRLRBEPEL b bDLELZLNRS, T/, HO
BRICBWTRD SRR EEORED, HREFCE
BINAARCRERT 5 LR OB 5 BEELE
ZohBLY HOMBENMFRETCEOONTREEE
BIUHYTADERICOWTIE, BRERICE 2R
B, »5VIBROMBEILIHE > LBREREEICERE
LBt ThomagrEzons.

FRA~OEBL LT, MEETHREEONNS X UM
BELD, FLHETGPTOLADS, 200 mghkgh EOBT
BoOLRT:, —fRIC, KRBRTED ORI FEROERK
B LU BRHERE, EWRSCL > TEDRBEED
FEIBERINBICBDOLNLZ EPF@MONTEBY,
EAROBCHRBLEEZ bNTWE59, LirL, BETIHHF
BORHEOWEES X VIBAECERET M) IV T
A FOEFTIFIEDHOLATVE I NS, FRTOBEICH
HL B TIREARBF MO L OXBERIZL TV SR
HIEZONL, 7, MTERORMAE LE ORI
BIUMECTRATRRFOREHOBMLZDO 5N TH
D, ThOBRARB~ORBICBEL 2O E2
bhis,

20f, MIROZELHEH200 mgkgl LOFEOMTRD S
Nz A OVTHA LR X D RO SO RDELL
THH 9. RREROME IR OAEIEhERH i
2T, e &BTHIEICLY, BYHIBELZA I
ARBUI B2 ReEEZ NS,

RKGHEEOWRES, EHBYWEKRSHOMES X U200
mg/kgbl FOBEOHM THROH LN, —BWISIIESER Y
LREMCERAT BRI 2L, BEWHE
PHT HHH 52 idpHEOERICERL-LO
T, EHFENERCZLVELLEHEL L.

2AMREBN

B OREICBWT, XRE, THEER, TRHA,
BAH, AR, AKE, HEFR SHFIE, #BD
BRRETAEMRBO O 2D %, 5Bicd
BREREDORE2o/. oT, HEBYWHEICL 288
WOLEFBES X UFR~DERBII2WEEI LGRS,
—%, BEHROBEIZHE VT, 1000 mgkeRE0 i gl
A TEHEIRFECABD ORI, O OBEYICIZIE
IRBWICHEE 2 GERIHIH S 5 VIS REBICEFIRE
DEAMALN, 1FATIIHERSOBRARORS & B
AROONL, O LR, O TIEE L BKE
ik h, MEREICMAS POBEY KLU iMESE
Abhhb.

FEROBREICBWT, HERE, HELRY Ml
BIUHMARCIBREBRYHEOEZBIIZ OO 2o/
A%, 1000 mgkgBE CEAED X 4B EFRET oMEL
ZDONT:. 4HEFROETICOVWTIR, HELREE
HERL - BEYRAOSHERIRELI I EICLSD
DT, FRUNOTERICEBCEHZED N2 o 7.
T, EFLELHEROGRRERITIZEFAICHEML -2
Edo, FERORCE, HBRYWEOHER~DOERY
ZEBINY, BEREMICI A TR L BB TH HEE
UPEVEEZOND. FRICBWT, 1000 mgkgBET
BFRNRB L URELERISRE S -, FERIRITA
AREMCHORDONLHRTH Y, TLRENRITE
DHDEBRTHo -2 v h, HBRHMEALOMEIIHS
PThdbol. HEBIUF—BRETCIIEBRYE ICEE
THREIZDON R ol

Dok, XARBTHRERSICIAZREEBEL
T, 200mgkgbl EOFCHEHEOER, FRE L Titom
BROBEEZEALDS, F7:, 1000 me/kelF THIMEREDOREIY
g, HEOFET, HEOBEME X UHHEORE OHEE
kRO, A - BECRIZTEBELT, B
MOEMBREBY FoBICIEEFTRIADON P72
5, 1000 mghkegBE CHEBYWOMBEBEL X UHLERORE
BOEBERET IR BOLR. 0T, &K
BEMTICET 5 RERSEHICHT 5 BELE IR
& L40 mg/kg/day, ERHRAEFEICHT I ECESIHE
Wz a U THEDT1000 mg/kg/day, MEAT200 mgikg/day, B
B U Cid200 mgikg/day E2 6515,
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Reverse Mutation Test of 1-Methylethenylbenzene on Bacteria

B

B FEYEEZEUHERICEDIBEUREFEO—IR
LT, 1L AFAEIF ARV ELIIOWT, BT H
WHBIRERERFBREEHL /2.

WEE L LT, Salmonella typhimurium TA100, TA1535,
TA98, TA1537D B X U Escherichia coli WP2 uvrA? *
v, SOMxBERMB X EmABRoVWI Y, HERE
RERTH, S0~5000pug/ 7L — FTERBLAEIA,
HHUYFEDONLOT, KRB TIESO MxERMB LU
WINRER L H1212.5~400pg/ 7L — FOFB THBRY X
L.

FORKE, 2EORRRE L, BUVSEROBRER
2T, WThOHAETHBENBEOUSU L L2 55
RO —HKoWMEZDoNEhol b, 1-4
FNLFZANRYEE, BOrRBRACBVTERE
HEA L2V (Y LHE sk,

Bk

Salmonella typhimurium TA100
Salmonella typhimurium TA1535
Escherichia coli WP2 uvrA
Salmonella typhimurium TA98
Salmonella typhimurium TA1537

S. typhimuriumDAERIZ197SFE10A31BICT X ) F &
wE, A7 A NZTKEDBN. AmeslE L0 535 %5
7.

E. coli WP2 uvrAbKiZ 19794E5 A 9 B \C BB {ZFHF 7S AT
DEMEXRELI S F5 22T,

BRERIE, -80°CUUT CHERF L. SREWIL, &
REEROABEIC, 73/ BERNE, UVESH, B
UBRER (tfa) & 7 ¥ ¥ ) YRHRF pKMI01) DHE
KOWTORERR LT o 7-.

ABICEBLT, =a2— 1+~ } 70 ANo. 2 (Oxoid)
TANTLFERABREICEBEELEEL, 37°C, 108 ME
BREIBEERLZLOEREHBE L7,

(5 E)
1- A F VI F v /¥ (CAS No. 98-83-9) iX, &5F

BHS. 19D ERZHBEAKTH S, MEYHDLD(T Y
MBS 33041, NBAE 0.4%), =HAMEETE

FRHEE) r(HHBRbETER AP OME S, HER
WHE, R CERETRELL.

L-AFNVIFZANRVEIR, FAFVALEFY F(OL
TDMSOL B, FIFHZE T H(4K)) 1250,408H 5 134 mgy/
mil7Z2e 5 X ) AR %, RERTEICAK2ZVLY
3ITHRLZL D%, HELPICRBRICHW.

- A FNIF NNV ¥ Y ODMSOB P CORTEM
RABT, AFBRTOEBRE (0.125 mgml) 3 L U7
TRIBZE R U 7= R AR ERBR T OB (46.0 mg/ml)
DABFEICOWT, BREXFHTTERLL. 20K
R, ARBARBICBT L83 Y IVOFEHERIR, £
NENAHE (O RY) O3 LT, 9938 & U 100%
ThHoiz.

I72, RABLCHWI-REREIOWT, SRl
REBREAT o 72R, 0125 mgmliBHOS BIZETEREIC
#L, 99.4~101%, 4mg/ml?§?ﬂi, 100~102%T&d o
7z,

BEDEENS, -AFVIF =AY ¥V iZDMSO
BERPTCREETHY, T-R/EBEPORBRYEOER
BIrEOBORBMNICS 2 Z E BRI N,

(Bt BB H)

BV BHENBYES L UZ0BBENTOEBY T

b5,
AR2 1 IYRLT 54 F
SA I TVEFIYTL (e T 30))
9AA . 9-7I /7YY (SigmaChem.Co.)
20A . 2T X7 by (FRMETED)
AF2, 2AARDMSO(FIHMETERR) CBER L2 D
R 20°CTHASRIE L, ABMHEL 2. IAAIIDMSOL,
SARZEEKICBEL, ELrICHBRICAWL.

&t & & U'SO MixD#ERR)
1) by ITH— (TAEHE) _
TEOABE (A) BLU B) xBFEII0:10OEE TR
L7

(EBFREE (H0)

(A /37 } T % — (Difco) 0.6%
EiEF b A 0.5%

BY*L-L AFT ¥ 0.5 mM
¥ Fv 0.5mM

* 1 WP2 B, 0.5mML-MY 77 7 YKBHR
FRW. BB,
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RIFERER

2) ERiEH
B, BiERSEHEOBLERERE AV &
B, £41) vy b E-YORBIT TN EB) TH 5.

BB~ 7 32w 4 - 1KY 0.2g
7 XU - LK 2g
VUBKEZA) T A 10g
VBT VR T A 1.92g
KEEIEF P DA 0.66¢
TN a—2 20g
INT BT H— (Difco) 15g

FOmmOY ¥ —LIBH-H0OmIEHL TED TS
5.

3) S9Mix (1 mh FROKS £EE)

S9** 0.1 ml
bR A Ny N 8 mmol
b (R RN 33 mmol
Tha—RX-6-1) VB " S mmol
NADH 4 mmol
NADPH 4 mmol
%kU¢AU/&$@ﬁ@HM)1mmmn

** 1 TRER D Sprague-Dawley RIS v P& 7 x /N
WES~PB)BLUS, 6-XV V75K Y(BF)
OHRES CHEXRFEL THERLZ S (Fv
TR R EH

(RBH*k)

TU— bEEZHAWT, S9MixERINE X URMAEIC
Lo THEBESTTo7-.

INREBRE PRI, HBYHARK I m, V) EESEHR
0.5 ml(S9 MixiRINKERIZ Bv>Tid S9 Mix 0.5ml), BE
BRI mBLU by 77 H—2mZRML 0L EREE
WERECHRLTED 2, T/, IRE: LTEERYYE
ARB O L D IZDMSO, FREEOBRUSBYEE
BEHWS, EREFZE OBRMBHEOGHB LU
H&i3Tablel, 2IC7R L 72, BERII3TCTA8BERIATV, 4
U-ERao-_—HrEELL. HESOFEIIOWT
i, BRMS 5 VIZERBRRT C, EXEKEOHKED
REDSHBL 7.

(HEE %)

Hw-sEoREED S b, 11U LOREE DS Mix
BEMD 5 VIEHEMRABRICBVT, HBRWHLYEHTA
ERECBYAER a0 - HoOFHEDY, BEFBO
FRACIERTAUFAESEML, 2D, £0WINIERNY
S VIIHBKIEHIRD S NBES, YTRBRYE
BERBRICBWTEREN LA TS (B LHET 2
kL.

BRELUEE

(BREEHR)
- AFNVIFT AR E DT, 50~5000 ug/7
V- O@ETALEH3E L, RBTERLLLZ S,

TRTORERICHE VTSI MixBERMB X ke o
500pg/ 7L — PO EOHE THENDEDO LN £
T, 400pgy/ 7L~ FATORBTHE, HERERBT
FERL7D5, 2005 543400 pg/ TV — F TH B
BN,

Lo T, XRBICBIAREHEY, T XTok
EEIZB VT, S9MixERNE X EMRBRE b 12400
wy/ 7L —hEd A EELE.

(RAER)

HEEZTablel, 210K LA - AFNVIFNRIEL
WZoWnT, 3RTOBEBHICOWVT, S9MxBERMSE &
Uit BRER L $12125~400ug/ 7LV — b OFHET, &
a2k L, REBEYERLZ. 2B0OKBEHEL T, Ao
7>STEBOE R DS Mix ERINE & iRIRREBR OV 3
NCBWTH, HFERFROS 2 EE 20 =~ Kol
BROONLror, T, TRTORERICBWVT
SHEOI-2BICBWT, HEMFZo 6N,

UEOHERIIETE, 1-AF VI FoARIE T,
AVWLHEBRIBVWIERFEEYA L2V O (Bl &
HEL.
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1-XFINIFINNHE

Table 1 Results of reverse mutation test ( I ) of 1-Methylethenylbenzene** on bacteria
With (+) or | Test sub e Number of revertants (number of colonies / plate , Mean t+ S.D.)
without (-) dose Base - pair substitution ty] Frameshift type
$9 Mix {pg /plate) TA100 TA1535 WP2 uvr A TA98 TA1537
0 120 106 122 7 12 16|19 15 194 17 19 14 4 6 8
( 116+ 8.7) (_12+ 45) 18+ 23) ( 17+ 25) (6% 20)
12.5 13 130 115 8 16 71 13 17 16 23 14 6 6 6 4
( 119+ 9.3) (_10% 49) (_15¢ 21) ( 14+ 85) ( S5+ 1.2)
25 133 18 118 9 13 s 2 17 23 23 15 15) S 3 2
( 123+ 8.7) (9% 40) (_20% 30) (_18% 46) ( 3+ 15)
50 125 134 131 | 15 9 9l 17 17 1 16 23 28 6 3 6
(130+ 46)) (1% 35y  ( 15: 35) (2t eo) (5% 17)
S9Mix 100 106 111 105 6 s 9]l 15 13 12 19 21 8 4 7 3
(107 32) ( 1+ 21) (13t 1.5) (162 10) {5+ 21)
() 200 119* 102* 1194 6* 8+ 9% 15* 11+ 124 16* 14* 144 6* 6% 19
( 113+ 98) ( 8+ 15) ( 13+ 21) (_ 15+ 12 (4% 29)
400 126* 107* 1064 5* 4* 49 7% 13+ 9% g*» 13+ 174 3% 5% 24

( 13+ 11.3) (4% 06) (10 3.1) (_ 13+ 45) (3% 15)

0 17 119 148 13 8 12 21 13 17 21 30 39 7 12 7
{ 128+ 17.3) ( 11+ 2.6) { 17 4.0) (30 9.0) ( 9+ 29)
125 138 110 123 11 10 17 24 21 17 26 29 28 16 10 11
( 124+ 14.0) (_ 13+ 38) ( 21+ 35) ( 28+ 15) ( 12+ 32)
25 123 147 132 17 17 9 15 17 24 31 29 23 15 i4 8
(1341 121 ( 14% 4.6) (19t a1 M 28t 42) ( 12+ 38)
50 134 129 138 19 6 10 19 19 19 34 33 28 il1. 11 6
( 1341 45) ( 12+ 67) ( 19¢ 0.0) ( 32+ 32) ( 9+ 2.9)
5 SOMix 100 106 141 120 15 10 7414 15 17| 28 26 17 7 9 8
( 122+ 17.6) ( 11+ 4.0) ( 15+ 1.5) ( 24+ 59) { 8+ 1.0)
+) 200 117 120 117 12 12 10 16 18 16 22 30 31 4* 8§* 111
( 118 1.7) ( 11+ 1.2) ( 17+ 1.2) {28+ 49) [{ 8+ 35)
;_ 400 100* 101 * 1289 4+ S5* 54 16* 27*% 14% 27* 26*%* 2294 8 * 8 * 6 ¥
(110 15.9) (5% 06) (19t 7.0) ( 25+ 26) ( 7+ 1.2)
Positive Chemical AF2 SA AF2 AF2 9AA
control Dose (ug /plate) 0.01 0.5 0.01 0.1 80
S9 Mix (-) | Number of 560 525 535 1224 208 211 | 118 92 107 921 798 - 845 |1131 1232 1368
colonies / plate ( 540+ 18.0) (214t 85) ( 106+13.1) (_855% 62.1) (12444 1189 )
Positive Chemical 2AA 2AA 2AA 2AA 2AA
control Dose (g fplate) 1 2 10 0.5 2
89 Mix (+) | Number of 1132 1168 1165 {262 221 218 ] 636 744 884 345 422 418 ] 198 234 228
colonies / plate (1155+ 20.0) ( 234+ 246) ( 75541243 ) ( 395+ 43.3) ( 220+ 19.3)

AF2: 2-(2-Furyl)-3-(5-nitro-2-furylacrylamide , SA: Sodium azide, 9AA: 9-Aminoacridine, 2AA: 2-Aminoanthracenc
*: Inhibition was observed against growth of the bacteria.
**: Purity was 99.6 %.
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