Study No. 901824

Table 1. Reverse mutation test of 1,1°-(1,1-dimethyl-3-methylene-1,3-propanediyl) bisbenzene in bacteria
(dose-finding test)

With(+) C Number of revertants (number of colonies/plate)
ompound
o concentration Base-pair substitution type Frameshift type
without(-)
S9 mix (ug/plate) TA100 TA1535 WP2uvrA TA98 TA1537
Negative control 111 10 51 19 13
0.305 136 17 48 17 3
1.22 146 8 46 9
S9 mix 4.88 125 16 35 17 9
¢ 19.5 118 13 47 20 13
78.1 137 17 44 13* 14*
312.5 114* 10* 33 22% 8*
1250# 126* 13* 49 16* T*
5000# 125% 16* 48%* 22% 6*
Negative control 146 9 41 29 20
0.305 137 16 36 26 15
1.22 138 16 44 31 18
S9 mix 4.88 154 14 49 32 19
D) 19.5 127 11 46 29 21
78.1 137 17 40 28 19*
312.5 139 7 42 17% 20*
1250 123* 12 44 35% 10*
50004## 137* 12* 36* . 27* 4%
Name AF-2 NaN; AF-2 AF-2 9AA
Positive N
Concentration
control not 0.01 0.5 0.01 0.1 80
requiring (ug/plate)
S9mix | Number of 531 628 157 485 571
colonies/plate
N Name 2AA
Positive Concentration
control 1 2 10 0.5 2
requiring (ug/plate)
$9mix | Number of 957 312 843 352 187
colonies/plate

Negative control : Dimethylsulfoxide.

AF-2 : 2- (2-furyl) -3- (5-nitro-2-furyl) acrylamide; NaN; : sodium azide; 9AA : 9-aminoacridine hydrochloride;
2AA : 2-aminoanthracene.

* : Bacterial growth inhibition was observed.

# : Clear oily precipitations were observed on the surface of agar plate.

##: White fine precipitations were observed on the surface of agar plate.
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Table 2-1. Reverse mutation test of 1,1’-(1,1-dimethyl-3-methylene-1,3-propanediyl) bisbenzene in bacteria

(mutagenicity test I : -S9 mix)

Compund Number of revertants (number of colonies/plate)
concentration Base-pair substitution type Frameshift type
(ue/plate) TA100 TA1535 WP2uvrd TA98 TA1537
Negative 117,118, 143 12,17,19 43,45 ,46 13,19,22 13,14,20
control (126+14.7) (16+3.6) (45£1.5) (18+4.6) (16+3.8)
16 ,21,27 17,19,24
2.44
(2125.5) (20+3.6)
4.88 20,25,28 19,25,28
(24+4.0) (24+4.6)
977 97,104, 111 15,18 ,24 16,20,20 16 ,20,23
(104+7.0) (19+4.6) (19+2.3) (20+3.5)
19.5 114,116,130 20,20,25 17,19,19 18,20,29
(120+8.7) (22+2.9) (18£1.2) (22+5.9)
391 100, 100, 103 13,13,17 20%,21*,21* 21%,22* 23*
(101£1.7) (14£2.3) (21£0.6) (22£1.0)
78.1 97,105,118 12,14,18 15*%, 19*%, 27+ 15%, 17*, 24*
(107£10.6) (15+3.1) (20£6.1) (19+4.7)
156.3 88*, 101*, 104* 11*, 16*, 19* 44,50, 60
(98+8.5) (15+4.0) (5128.1)
312.5 90*, 109*, 109* 15*%, 16%, 17* 39,47,51
(103£11.0) (1621.0) (4626.1)
625 37,51,54
(47+9.1)
12504 54,58, 67
(60+6.7)
2500# 38.,41,4
(4123.0)
50004 46*, 55* 61*
(54+7.5)
Positive control
Name AF-2 NaN; AF-2 AF-2 9AA
Cz’!‘z;;j‘;;’“ 0.01 0.5 0.01 0.1 80
Number 470,544 ,548 | 578,604,614 | 165,168,171 | 401,425,441 | 339,393,481
colonf:,pm (521+43.9) (599+18.6) (168+£3.0) (422+20.1) (404£71.7)

Negative control : Dimethylsulfoxide.
AF-2 : 2-Qfuryl)-3-(5-nitro-2-furyDacrylamide; NaNj : sodium azide; 9AA : 9-aminoacridine hydrochloride.
( ):Mean*SD.
* : Bacterial growth inhibition was observed.
# : Clear oily precipitations were observed on the surface of agar plate.
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Study No.901824

Table 2-2. Reverse mutation test of 1,1’-(1,1-dimethyl-3-methylene-1,3-propanediyl) bisbenzene in bacteria

(mutagenicity test I : +S9 mix)

Compund Number of revertants (number of colonies/plate)
concentration Base-pair substitution type Frameshift type
(ue/plate) TA100 TA1535 WP2uvrA TA98 TA1537
Negative 123,130, 145 16,17,19 34,42 ,60 29,36 ,41 20,21,21
control (133£11.2) (17£1.5) (45£13.3) (35£6.0) (2120.6)
21,33,36
2.44
(30+7.9)
28,33,38
4.88
(33+5.0)
9.77 25,37,44 24 .,29,32
(35+9.6) (28+4.0)
19.5 22,26,27 24,30,32
(25£2.6) (29+4.2)
39.1 108,126, 131 36,36,42 25,26,29
(122+12.1) (38£3.5) (27£2.1)
781 122,123, 128 35,36, 41 30%, 32%, 33*
(124+3.2) (3743.2) (32+1.5)
156.3 118,124, 124 13,18,20 43,51,53 29,30,41
(12243.5) (174£3.6) (49+5.3) (33+6.7)
312.5 101, 111,114 9,10, 14 41,46, 51 19%, 26*, 35*
(109+6.8) (11£2.6) (46+5.0) (27+8.0)
625 98*, 101*, 114* 18,18, 21 28,37,58
(104+8.5) (19£1.7) (41£15.4)
1250 82* 86* 97* 7,13,18 42 ,45,54
(88+7.8) (13£5.5) (47£62)
250044 14*, 22* 27* 51,56,57
(21%6.6) (55+3.2)
500044 15%, 17*, 19* 42% 53* 69*
(17£2.0) (55£13.6)
Positive control
Name 2AA
j’g;;i‘e';’“ 1 2 10 0.5 2
Number 748,777, 835 303, 330, 367 746 , 759,924 364,381, 385 134,142, 165
coloni(;t;lplate (787+44.3) (333+32.1) (810+99.2) (377£11.2) (147+16.1)

Negative control : Dimethylsulfoxide.
2AA : 2-Aminoanthracene.
( ):Mean=*SD.

* : Bacterial growth inhibition was observed.
# #: White fine precipitations were observed on the surface of agar plate.
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Table 3-1. Reverse mutation test of 1,1’- (1,1-dimethyl-3-methylene-1,3-propanediyl) bisbenzene in bacteria

(mutagenicity test II : -S9 mix)

Compund Number of revertants (number of colonies/plate)
concentration Base-pair substitution type Frameshift type
(ug/plate) TA100 TA1535 WP2uvrA TA98 TA1537
Negative 119,119, 124 11,12,13 42,49, 54 20,21,21 10,16, 19
control (12142.9) (12+1.0) (48+6.0) (21£0.6) (15+4.6)
12,18,19 20,22,25
2.44
(16+3.8) (22+2.5)
17,23 ,30 25,26,28
4.88
(23+6.5) (26+1.5)
077 106 , 114, 120 14,16,19 19,21,24 18,20,24
) (113£7.0) (16£2.5) (21£2.5) (21£3.1)
195 126,127, 130 13,13, 16 16,22 ,25 17,21,21
' (128+2.1) (14£1.7) (2124.6) (20+2.3)
30.1 118,136,137 12,14,19 20%, 22%, 25* 20%, 21%, 27*
' (130£10.7) (15+3.6) (2242.5) (22+3.8)
181 118,120,122 10,14,17 18%, 21%, 25* 20%, 23%, 27*
' (120+2.0) (1443.5) (21£3.5) (23£3.5)
1563 119*,128%, 134% | 11*, 12*%, 15* 50,61,63
' (127+7.5) (13£2.1) (58+7.0)
3125 97* 109*%, 118* 9% 11*, 12* 47,55 ,57
| (108+10.5) (11£1.5) (53+5.3)
51,63,63
625 T
(59+6.9)
53,64,72
1250#
(63+9.5)
25004 62,69 ,76
(69+7.0)
50004 56, 58%,
(59+3.1)
Positive control
Name AF-2 NaN; AF-2 AF-2 9AA
Concentration
(uplate) 0.01 0.5 0.01 0.1 80
Nuﬂ{fber 539,549,595 | 588,604,621 | 153,169,174 | 377,387,459 | 377,435,482
o)
colonies/plate (561£29.9) (604+16.5) (165+11.0) (408+44.7) (431£52.6)

Negative control : Dimethylsulfoxide.
AF-2 : 2-2-furyl)-3-(5-nitro-2-furyDacrylamide; NaN; : sodium azide; 9AA : 9-aminoacridine hydrochloride.
( ):MeanxSD.
* : Bacterial growth inhibition was observed.

# : Clear oily precipitations were observed on the surface of agar plate.
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Study No.901824

Table 3-2. Reverse mutation test of 1,1’-(1,1-dimethyl-3-methylene-1,3-propanediy]) bisbenzene in bacteria
(mutagenicity test I : +S9 mix)

Compund Number of revertants (number of colonies/plate)
concentration Base-pair substitution type Frameshift type
(ue/plate) TA100 TA1535 WP2uvrA TA98 TA1537
Negative 107,116, 140 10,12,13 48 ,50,52 30,37,38 20,20,27
control (121£17.1) (12+1.5) (50+2.0) (35+4.4) (22+4.0)
2.44 26,31,32
(30+3.2)
4.88 23,33,35
(30+6.4)
9.77 29,31,32 25,30,37
(31x1.5) (31+£6.0)
19.5 28,32,37 32,34 ,41
(32+4.5) (36+4.7)
39.1 144 155,164 33,35,42 25,28,36
(154+10.0) (37+4.7) (30£5.7)
78.1 128,151, 159 35,39,39 31*,34*% 37*
(146£16.1) (38£2.3) (34+3.0)
156.3 115,136, 141 8§,12,19 47,53,61 29,38,40
(131x13.8) (13+5.6) (54£7.0) (365.9)
312.5 123,131, 142 8,10, 11 60,64 ,67 25*%, 38*, 38+
(132+49.5) (10+1.5) (64+3.5) (34+7.5)
625 109*%,137*%, 151* 9,10,12 50,56, 60
(132421.4) (10£1.5) (55+5.0)
1250 116*,124*, 137* 7, 9,16 45,51,61
(126+10.6) (1124.7) (5248.1)
250044 10%, 11*, 11* 34,46 ,47
(11£0.6) (42+7.2)
500044 7%, 10*, 12* 48*, 56*, 59*
(10+£2.5) (54£5.7)
Positive control
Name 2AA
sz;;::;n 1 2 10 0.5 2
Number 818,903,914 | 297,317,338 | 822,832,910 | 375,376,399 147,153,162
colon{;ﬁ,pm (878+52.5) (317£20.5) (855+48.2) (383£13.6) (154£7.5)

Negative control : Dimethylsulfoxide.

2AA : 2-Aminoanthracene.

( ):Mean*SD.

* : Bacterial growth inhibition was observed.

# #: White fine precipitations were observed on the surface of agar plate.
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Figure 1-1. Reverse mutation test of 1,1'(1,1-dimethyl-3-methylenc-1 ,3-propanediyl)bisbenzene in bacteria
(dose-finding test: -S9 mix).
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Figure 1-2. Reverse mutation test of 1,1'1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene in bacteria
(dose-finding test: +S9 mix).
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Figure 2-1. Reverse mutation test of 1,1'<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene in bacteria

(mutagenicity test I: -89 mix).
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Figure 2-2. Reverse mutation test of 1,1'(1,1-dimethy]-3-methylene- 1,3-propanediyl)bisbenzene in bacteria
(mutagenicity test I: +S9 mix).
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Figure 3-1. Reverse mutation test of 1,1'(1,1-dimethy}-3-methylene-1,3-propanediyl)bisbenzene in bacteria
(mutagenicity test II: -S9 mix).
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Figure 3-2. Reverse mutation test of 1,1'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene in bacteria
(mutagenicity test II: +S9 mix).



N

FHEHEMIE B R EEREHRE RREE

1. —fFRIERE

Study No. 971024

FHACFEWE DL . ol -
-7 = =)b-4- La1-mX2 N
(IUPACRI & IE1C 1 5) 2,4-V 7 2 Z)V4- A F )N T
il Z4 1,1°-(1,1-dimethyl-3-methylene-1,3-propanediyl) bisbenzene
cC A S & & 6362-80-7
CH;
RS RS H3C—C—CH; C—CH,
A (AN I0F =y
ix, £ DOBEDORE)
5 F = 236.36
RBRICH L ZHA o
s mE ompp %
AREBRICH L ZHHA
kxmEony rEE P
S oh 2,4-Diphenyl-4-methyl-2-pentene 2.54%
o ) oo & 1,1,3-Trimethyl-3-phenylindan 0.24%
kA& A o -MS 0.07%
& & JE 11 Pa (170C)
* K B B OE 10 ppm
1-295) -k 5 B AR 3K -
i R -82°C
i R 310C
BRI B T D HER EEFHADRETATF LR
Z E e R - BETZE
vt IR R OREM
B okt T 2 ISR %
DMSO 482.4 mg/mLEA £ * *%

B

* o RBRMERR I CHRMREE % e
** : 482.4 mg/mL DMSOWIRIZHEE, H@IIRD o T.

EE] wELZrrERIE, TTRERBYVEEATSZ L.

1. [BKE] OoMiciE, $BYEOARIEETLATHI L.

2. TREM) OMIZIE, BE, RFIHTILEMEZLATIZ L.
3. NEEICHT 2EMES ] OMICIE, BRYE OREC T DIRMBER OZ OREF COREEEZTA

TarZL.

7581-




