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Study No. 971124

Table 1. Cell growth inhibition test of bumetrizole in cultured CHL cells
-The short treatment method-

Treated for 6 hr with S9 mix Treated for 6 hr without S9 mix
Test Concentration
Substance (ug/mL) No. of cells Survival ratio® ICs, No. of cells Survival ratio® IC;s,
(X 10*plate) (%) (ug/mL) (X 10*plate) (%) (ug/mL)
Negative control
- 70 100 - 64 100 -
(Dimethy] sulfoxide)

6.25 68 97 61 95
o 12.5 68 97 60 94
> 25 70 100 63 98
50* 68 97 62 97
. 100* 68 97 61 95

bumrtrizole 2020.9 1864.9
200* 65 93 60 94
400* 63 90 58 91
800* 57 81 49 77
1600* 33 47 26 41
3200* 19 27 15 23

a): (bumetrizole treated group / negative control) X 100.

*. White oily membrane-like precipitations and white fine precipitations were noted in culture fluid.



Table 2. Cell growth inhibition test of bumetrizole in cultured CHL cells

-The continuous treatment method-

Study No. 971124

Treated for 24 hr
Test Concentration
Substance (ug/mL) No. of cells Survival ratio® ICs0
(X 10%/plate) (%) (ug/mL)
I?Iegative contrt?l _ 63 100 —
(Dimethy] sulfoxide)
6.25 62 98
,':\8 12.5 61 97
o)) 25 59 94
50% 58 92
. 100* 58 92
bumrtrizole 836.6
200* 57 90
400* 53 84
800* 35 56
1600* 18 29
3200* 5 8

a): (bumetrizole treated group / negative control) X 100.

*: White oily membrane-like precipitations and white fine precipitations were noted in culture fluid.



StudyNo.971124

Table 3. Chromosomal aberration test of bumetrizole in cultured CHL cells
— The short treatment method —

Numerical aberration Structural aberrations
Test Concentration w-ith(+) or Noof No.of No.of ) Types® and numbers No.v(:'fﬂ‘:e . Incidence® Sumz;!l
substance (gm) ~ ihoutl) metaphase o doreduplicaion 9T fee (cumulative) chomosome (%) Judgement®  on
S9mix  examined (%) ’ (%)
cells cells aberration
gip ctb csb cte cse fig (4p (p (g (@

Negative control — + 200 1 0 0.5 — 0 0 0 0 0 0 0 0 0 0 — 100
U A F o, 200 . 0 ! 0 T 6.0, 0. 0 0 0 O 0 0 0 Tt %....
. R 200 .. O O T 6.1 0 1. o0 0 2 2 10 10 TS N
bunetize 600* ... LA 200 ... O . O 0T 0.1 .90 0 o0 0o 1 . 105 05 ] 8. ...
L R 200 ... 3 . O . LS T 0.0 0. 0 0 0 O O 0 0 Tl 51

N2 2400* + 200 3 0 L5 — 00 0 0 00 0 0 0 0 - 34
“Dimethylnitrosamine 500 + 200 0 0 0 — 0 66 0 124 2 0 145 145 725 725 + 85
Negative control — — 200 0 0. 0 — 01 0 0 0 0 1 1 05 05 - 100
U A S 200 . 05 T 0.0 .0 0 0 O O O 0 0 Tl 5.
LA e 200 ... O . 0 ] 6.1.0 0. 0 0 1 ____. 1,05 05 ot 5.
bumctrizle 600* ... T 200 . 0 . N S 0.0.0.0.0 0 0 0 0 0 T 8....
CoJtaeor Tl 200 ... E O LS ] 0.1 .0 0 0 0 1 1,05 05 T8

2400* — 200 2 0 10 — 00 0 1 0 0 1 1 05 05 — 34

Mitomycin C 0.1 — 200 0 0 0 - 0 53 0 75 0 0 105 105 525 525 + 88

Negative control: Dimethyl sulfoxide.
a): (Numerical aberration cells / observed metaphase cells) X 100.
b): Judged on the basis of incidence as; —: negative (less than 5.0%) ; =:equivocal (5.0% or higher to less than 10.0%) ; +: positive (10.0% or higher) .
c): ctb: chromatid break; csb: chromosome break; cte: chromatid exchange; cse: chromosome exchange; frg: fragmentation.
d):  (Cells with structural chromosome aberration / observed metaphase cells) X 100.
e): (bumetrizletreated group or positive control / negative control) X 100.
(+g) : Total aberrant cells including the gap; (-g) : total aberrant cells excluding the gap.
*: White oily membrane-like precipitations and white fine precipitations were noted in culture fluid.



StudyNo.971124

Table4. Chromosomal aberration test of bumetrizoke in cultured CHL cells
— The continuous treatment method —

Numerical aberration Structural aberrations

Tt Concentraio, TEOf  Noof o e N°'°_fﬂ‘f“5 cidences Survival

(ugimL) treatment  metaphase No.of No.of Incidence” ., Types® an um w cl © )oe S ratic®

substance (ho) examined  Polyploid  endoreduplication %) Judgement (cumulative) chromos'ome %, Judgement (%)

cells cells aberration
gap cb csb cte cse fig (4 (p (o (g

Negative control — 24 200 0 0 0 - o 0 0 1 0 O 1 1 05 0.5 — 100
IS M Ao 200 ... 0 ] O T 6.0 0. 0 0 0 O 0 0 0 Tl N
I A Ao 200 ... 2 0 . W0 T 0.1.0. 0 1 0 2 2 10 10 oo ..f 2.
bometizoke 300t .. 4 ... 200 S R e 0.0 .0 1 0 0 1 .. 105 05 T 88 ..

A 600* 24 200 3 0 15 —~ 0 1 0 0 0 0 1 1 05 05 - 62
L1 " 25t

1200* 24 200 2 0 1.0 - o 0 0 0 0 O 0 0 0 0 - 34

Mitomycin C 0.05 24 200 0 0 0 — 0 40 0 56 0 O 87 87 435 435 + 88

Negative control: Dimethyl sulfoxide.
a):  (Numerical aberration cells / observed metaphase cells) X 100,
b): Judged on the basis of incidence as; —: negative (lessthan 5.0%) ; =:equivocal (5.0% or higher to less than 10.0%) ; +: positive (10.0% or higher) .
¢): ctb: chromatid break; csb: chromosome break; cte: chromatid exchange; cse: chromosome exchange; frg: fragmentation.
d):  (Cells with structural chromosome aberration / observed metaphase cells) X 100,
e): (bumetrizoletreated group or positive control / negative control) X 100,
(+g) : Total aberrant cells including the gap; (-g) : total aberrant cells excluding the gap.
*: White oily membrane-like precipitations and white fine precipitations were noted in culture fluid.
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2,4-T7 2. = b-d- A FJl- 1% F L (CAS No. 6362-80-7)

: Ctj:CD(SD)IGS Hf 7 » ~(SPF)
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Study No. 401924
C:2 )

24-T7 2 mlde AF N N-RT U EIET y M2 I EROKRS L, FOFEEICOVTREL
. BEER, E 1 BFRREUE 2 HERBR % 2000 mgkg, 5 3 HRER RO 4 =HRBR T 300 mg/ke
L Rz bvesnameAVWE. EREMEELIHE L.

1. FELCRI KR ARk RE

FLHNIL, 51 EIRERO 2000 mgkeg #E5 TEEH 1 AIC 1§ L5 2 @FERO 2000 mgkg &
HET#®RE#% 1 BIC2 fIcRD BT

—RCREBICIV T, 81 FRBREUE 2 EERERO 2000 mgkg £5- THEE, BEAMEES, THE
HOBENDHDWIRTRHEA DN, 3 ERREUE 4 BRBRO 300 mg/kg 5 Tid, BER
FB Ao T,

2. fKE
5 1 BFESR L UE 2 ERERO 2000 mgkg #45 TlE, B5% 1 BICEEENOIME AR LR

7o, B3 ERBREUE 4 ERERO 300 mgkg RE T, FEMBICRE LA 2ol

. Bk
% 1 BERBEREOE 2 BFRERD 2000 mg/kg #5 T, FETHFARUAEER L bHRTRICEER

HBhiphot, 83 EFHRBRUE 4 EREBRO 300 mgke T5 T3, SIBRMRICEERALN
A IEEY ol

UEDHEND, 24-P7 = = /d- A F N7 D LDs fEFE, 300 mg/kg & 2000 mg/kg
DOFcHD EHESIHS.
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Study No. 401924

<EE 4 [FIRAER >

FBRTF REEB(EE) BV (EinET)

24-D7 2 2 Nbe R F el T 300 mg/kg( 30 mg/mL) 3(F01451~F01453)

% 3 EIRERD 300 mg/kg F& THIZFIAFRD LR ol 7ow, 300 mgke %40 4 HRROR
EgL L.

5. BERURERB
5.1. BIEEH
BEZ14BHEE L.

5.2, —RRIREE
BERIIRGHE 6 BEARSEE~TRER 30 &, BEH 2, 4 U6 =T, B#EZF/H»
HOBELAMPIZ I B 1B, —BRRERVHETOFEZBZE L.

53. REREE
BEA@RGEINECICHREE 1, 3, 7, 10 RO 14 BICHIE L(ETFRKFEPG2002-S, A b

7« b L PR,

54, Bk
FETBMNT, eI EIR L.
HEEBT, BEIMR TR F AT —F VT CHEAEIRD b Ml B3 S -5

Hg L.

6. BERMAENT
LD 8 3 5ERE D #iiBH 2 HERE L 7z
HEL, SN TYSERCEREREZEH L.

AR

1. ZETRM, LD ER U —ARIRHEE (Table 1~2, Appendix 1-1~1-4)

FCHlE, F 1 EFRED 2000 mgkg IRETHREHE 1 BIZ 1 4 &5 2 BERERD 2000 mg/kg ¥
ETRE% 1 Bic 2 licRo oz, 83 MRBRREUS 4 HRERO 300 mgkg #5 TiE, B
FlIIRD NP0, YU EDEREND, 24-U7 = = /l-d- A F-1-20F 20 LDy fEIL, 300
mg/kg & 2000 mg/kg DEICH D LHEEIND.

—fARREBIC BT, 1 ERERO 2000 mg/kg H &5 Tk 5% 4 ReRICIRERZS 1 6, 5% 655
R IR B UM AN 1 4, 3548 1 BIZ THEMOIHIA 2 6 & RIS HEE &S 1 Bllc b
7. & 2 EIRER O 2000 mg/kg %5 TS5 2 BERNC THIAS 1 7], B 518 4 FEREIIC #1258 2 4,

- 19 -
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Study No. 401924

RE5% 6 BEREHC TR OIEN D 2 B, IRERORARMEZEES 1 7, #5% 1 BICTETOBEN
231 Bl H BV, 5 3 B K U 4 [IRBE D 300 mg/kg 5T, EFiIHbhidor.

2. ¥KE (Table3, Appendix 2-1~2-4)
% | ERBRE O 2 ERER 2000 mykg B 5 CIE, BEH | BICEEMMOMENS b
2, BE#3 HUBEOEETNERMICHER Uin. 553 EEBRRE U 4 @RBEO 300 mgkg &5 T

iE, EEIFIERICHES L.

3. #iHk (Table 4, Appendix 3-1~3-6)
51 ERBREUE 2 ERERO 2000 mg/kg F51 k I THTIE, SRAFRICERIIA BAAR

il rall
51 MBI UV 2 BIEER @ 2000 mg/kg H5-12 2 B AETEHRE NS 5 3 BB K UVE 4 B

@ 300 mg/kg HEIC L AEFEHTIX, FRETRICRERZONZ o7z,

EE

24-T 7 = S -4 A F L] T O LDsp Y, 300 mg/kg & 2000 mgkg D & E X LB,
2,4-V 7 2 = lede A F 10T 0 2000 mphkg B E I LY, IRERRUHAMEERENFED S
NF=Z b, 24-V7 2= de A F T AL L D IR BRE S BT PR OB FICL

DIBIEsLEZDLND.
SCHR
1) JEALRR 7 7 > bR 4, MSDS

2) EBDMYIED : 24-T7 = = N4 A F 10T U RER O ERRERABRGRES
401924P) R RE L B ANAS AV S —F ¥ — TR

_13_
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Table 1

Group

Mortality and LDy, value of female rats in single dose oral toxicity test of 1,1'-{1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

Study No. 401924

mg/kg | Number Number of deaths Total LDy,
of Hours after adminisiration Days after administration number of | (mg/kg)
females | 0~0.5 2 4 6 3 4 5 6 7 8 9 1011 12 13 14] deaths

Test group 1
1,1'(1,1-dimethyl-3-methylene-1,3-propanediylbishenzene 2_000 3 0 0 0 0 000000000000 !
Test group 2
1,1'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene 2000 3 0 0 ¢ 0 © 90000000000 2 >300
Test group 3 <2000
1,1'+(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene 300 3 0 0 0 0 000000000000 0
Test group 4 :
1,1'|(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene 300 3 0 0 0 90 0000600000000 0
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Study No.401924
Tabie 2 General signs of female rats in single dose oral toxicity test of LI - (1,1-dimethyl-3-methylene-1,3-propanediyl} bisbenzene
Group mg/kg| Number of females Houwrs after administration Days after administration
and general signs 0~05 2 4 6 1 2 3 4 5 6 7 88 9 10 11 12 13 14
Test group 1 2000 { Number of females 3 3 3 3 3 2 2 2 2 2 2 2 2 2 22 2 2 2
LI" - (1,1-dimethyl-3-methylene-1,3-propanediyi) bisbenzene Normal 3 3 2 1 6o 2 2 2 2 2 2 2 2 2 2 2 2 72
Tremor 0 0 1 1 6 ¢ 0 0 0 0 0 0 & 0 6 0 ¢ O
Clonic convulsions 0 0 0 1 1 ¢ ¢ ¢ 0 0 ¢ 0 ¢ 0 0 0 0 ¢
Soiled perineal region 0 0 0 0 2 0 0 00 0 0 0 O 0 O 0 0 O
Death 0 0 0 0 1 o 0 0 0 0 0 0 0 0 O 0 0 O
Test group 2 2000 | Number of females 3 3 3 3 3111 1 1 1 1 1 1 1 1 1 1
L' - (1,1-dimethy!-3-methylene-1,3-propanediyl) bisbenzene Normal 3 2 1 0 o 1 1 1t ¢t 1t 1 1 1 1 1 1 1 1
Diarrhea 0 1 P 0 ¢ 0 ¢ 0 ¢ 0 O 0 O 0 0O O 0 O
Tremor 0 0 0 1 o 06 0o 0 0 0 0 0 O ¢ O O 0 O
Clonic convulsions 0 0 0 1 ¢ 0 o ¢ 0 0 0 0 O 0 O 06 0 O
Soiled perineal region 0 0 0 2 1 ¢ ¢ 0 0 0 0O 0 0 ¢ 0 0 0 O
Death 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0
Test group 3 300 | Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
LY - {1,1-dimethyl-3-methylene- 1,3-propanediyl) bisbenzene Normal 3 3 3 3 33 3 3 3 3 3 3 3 3 3 3 3 3
Test group 4 300 | Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
LI' - (1,1-dimethyl-3-methylene-1,3-propanediyl) bisbenzene Normal 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
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Study No, 401924

Table 3 Body weights of female rats in single dose oral toxicity test of LI' - (1,1-dimethyl-3-methylene-1,3-propanediyl) bisbenzene

Test group 1 Test group 2 Test group 3 Test group 4
Group 1,1'- (1,1-dimethyl-3- LI-(1,1-dimethyl-3- LI-(1,1-dimethyt-3- LI-(1,1-dimethyl-3-
methylene-1,3- methylene-1,3- methylene-1,3- methylene-1,3-
propanediy!) bisbenzene | propanediyl) bisbenzene | propanediyl) bisbenzene | propanediyl) bisbenzene
mg/kg 2000 2000 300 300
Number of females 3 3 3 3
Days after administration
0 181 £ 1 179 = 4 185+ 2 181 =+ 4
1 187 ) 186 M 205 = 8 200+ 3
3 212 (2) 199 1) 218+ 5 207+ 3
7 221 (2) 207 4} 27+ 5 217 £ 10
10 232 2 212 )] 236 = 10 221 + 14
14 237 {2) 217 (1) 246 + 13 234 + 19

Each value shows mean (g) = 5.D.
Figures in parentheses indicate number of females,
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Study No. 401924

Table 4 Necropsy findings of female rats in single dose oral toxicity test of LI' - (1,1-dimethyl-3-methylene-1,3-propanediyl) bisbenzene

Group

Test group 1 Test group 2 Test group 3 Test group 4
LI~ (1,1-dimethyl-3- LI~ (1,1-dimethyl-3- LI~ (1,1-dimethyl-3- 1,I-(1,1-dimethyl-3-
methylene-1,3-propanediyl) | methylene-1,3-propanediyl} | methylene-1,3-propanediyt) | methylene-1,3-propanediyl)
bishenzene bishenzene hishenzene bisbenzene
mg/kg 2000 2000 300 300
Number of surviving females 2 1 3 3
Findings
Normal 2 1 3 3
Number of dead females 1 0 0
Findings
Normal 1 2 - -




