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

-10-
568



Study No. 901924

1. HOEFAEEBD SNHHE, UYTIHEOE LicxAef+ao L.
2. BMANICEE T L— hOaro—BOESHEERATIZ L.

3. HRERK, #RDHAROEVRICEMERUVESEEREATAZ L.
4. ZV— b ECHEBEFTH LIRS, TORECEAEFT5T L.

5. BB CTREShBEDEOAFHEMMCRBATSIZ L.

2AA:; 2-Amihoanthracene.

268 -

(RBlzH1—5) ,
BERBE DL - TARY Y —p (KRB
HEBEERIRN 20054F 5B 30H Xy 20054 68 2R
N ERERY (an=—F71L—})
. - ‘
mfﬁgﬂ,ﬁ* Yy YA S b b
{zpf7" v-b)
. TA100 TA1535 WP2uvrd TAD8 TA1537
— 117 118 128] 7 11 13|24 26 31 (20 30 33| 14 14 22
B (121+6.1) (10£3.1) (2743.6) (28+6.8) (174.6)
9.77 104 106 109 7 10 12 19 22 24111 13 15
) {106+2.5) (10+2.5) {22+2.5) {13+2.0)
195 101 106 132] 5 7 11 21 21 25]12 16 20
) (113+16.6) {8+3.1) (22-+2.3) {16+4.0)
30.1 104 111 121]10 10 1 )21 23 3421 26 34|11 19 20
i (112£38.5) (10£0.6) {26+7.0) (27+6.6) (17+4.9)
80 mix 78 14 104 113 120 3 6 8!26 33 380125 27 32|16 18 25
) {112:+8.0) (6£2.5) (32£6.0) {28+3.6) (20+4.7)
15634 114 115 118 6 & 9[22 30 30 (20 26 28] 3 17 18
’ (116£2.1) {8=1.5) (27+46) (25+4.2) (13£8.4)
312,54 97* 112* 112%] 6* 6* 7¢[ 21 31 35 | 20* 22¢ 37H 7+ 13* 13*
) {107x8.7) (6£0.6) (20+7.2) {26+9.3) (11+3.5)
28 29 34 '
6254 (30+3.2)
. 31* 33* 38%
1250% (34%3.6)
59 mix % & ﬁ;
FELL (AR (w7 D)
f’i 2ObO 2n=-Fe/7" 1)
| 5o mix® & B 2AA 2AA 2AA 2AA 2AA
Bl pEL+ AR (w7vb 1 2 10 0.5 2
5H0 I 898 944 958|347 350 419769 790 795|431 450 475|115 141 141
- (933£31.4) (372£40.7) (785+13.8) (452+22.1) (132£15.0)
HE5]




Study No. 901924
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Table 1. Reverse mutation test of bumetrizele in bacteria(dose-finding test)

With(+) Compound Number of revertants (number of colonies/plate)
o concentration Base-pair substitution type Frameshift type
“;g’:;f) (ug/plate) TA100 TA1535 | WP2uvrd TA98 TA1537
Negative control 153 10 43 10 10
0.305 121 5 54 14 12
1.22 126 5 41 19 9
89 mix 4.88 130 12 38 14 12
-) 19.5# 137 8 37 17* o6*
78.1# 118 10 51 19* 11*
312.5# 147+ 13 47 13#* g+
12504 116* 8+ 30% 12* g%
50004 144* g 43* 12* T*
Negative control 142 11 45 19 13
0.305 137 9 37 23 20
1.22 130 7 29 20 14
89 mix 488 131 7 39 18 14
{+) 19.5 114 9 50 13 17
T8.1#i# 123 5 45 19 14
312.5## 136* o* 35 21* 17*
12504## 113* 5+ 46* 24* 12#*
5000## 139* - G* 39+ 20* 12*
N Name AF-2 NaN; AF-2 AF-2 9AA
Positive Concentration
control not 0.01 0.5 0.01 0.1 80
requiring (ug/plate)
59 mix cg:ﬂ“:g; | 53 573 159 517 516
Name 2AA
Positive Concentration
control 1 2 10 0.5 2
requiri_ng (ug/plate)
§9 mix cs‘l':r':i‘::j;;fm 903 363 990 400 155

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 irhibition was observedl.
#: White oily membrane-like precipitations and white fine precipitations were observed on the surface of agar plate.

## : White fine precipitations were observed on the surface of agar plate.
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Study No.901924

Table 2-1. Reverse mutation test of bumetrizole in bacteria (mutagenicity test I : -S9 mix)

Number of revertants (number of colonies/plate)

Compund
concentration Base-pair substitution type Frameshitt type
(ue/plate) TA100 TA1535 WP2uvrd TA98 TA1537
Negative 86,107,123 11,13,15 17,27,28 13,15, 15 7, 9,16
control (105+18.6) {13£2.0) (24+£6.1) (14+£1.2) (1124.7)
0.61 17,17,19 2, 7, 9_
- (18+1.2) (6+3.6)
122 13,22,25 9,10,11
(20:6.2) (10+£1.0)
244 19,19,26 10,10, 11
(2124.0) (10£0.6)
438 18,20,28 8,11,13
(22+5.3) (11+2.5)
9.77 90,996,112 19%,22% 23* 7%, 11%, 13%
(99+£11.4) (21£2.1) (10£3.1)
19,54 90, 115,115 17%,20% 23% T*, 7% 15%
(107+14.4) (21£3.2) (10+4.6)
39.1# 91,96,97 9, 9,12 19,27,37
(95+3.2) (10+1.7) (28+9.0)
% 14 98,103, 108 13,13,13 23,27,30
(103+5.0) (130.0) (2743.5)
156.3# 97+%, 98*, 116* 10,17,20 25,34,34
(104+10.7) {16£5.1) (31£5.2)
312.54 80*, 95*%, 96* 10,10,22 24,30,37
{90+9.0) (144+6.9) (30£6.5)
65t 13%, 16%, 17* 26,29 ,37
(15£2.1) (31£5.7)
12508 . 6%, 7%, 13* 20%, 28*%, 32*
(9+3.8) (27£6.1)
Positive conirol ’ :
Name AF-2 NaN; AF-2 AF-2 9AA
j’;‘;m;’“ 0.01 05 0.01 0.1 80
Nmr;_ber 414,459 .474 | 573,635,646 | 103,132,137 | 365,374,375 | 391,413,427
colon;s;pgm (449+31.2) (618+39.4) (124+18.4) (371£5.5) (410£18.1)

Negative control : Dimethylsulfoxide.
AF-2: 22 Furyl)-3-(5-nitro-2-furrylacrylamide; Na; : sodium azide; 9AA : 9-aminoacridine hydrochloride.
( ):Mean%SD.
* : Bacterial growth inhibition was observed.
# : White oily membrane-like precipitations and white fine precipitaions were observed on the surface of agar plate.
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Study No.901924

Table 2-2. Reverse mutation test of bumetrizole in bacteria (mutagenicity test I : +59 mix)

Compund Number of revertants (number of colonies/plate)
concentration Base-pair substitution type Frameshift type
(vg/plate) TA100 TA1535 WP2uvrd TA9S TA1537
Negative | 99,121,129 11,12,15 33,34, 34 26,28, 34 17,18,20
control (116£15.5) (13£2.1) (3420.6) (29:4.2) (18+1.5)
9.77 107, 108, 121 9,14,26 23,28,32 ?2,22,24
(11227.8) (168.7) (2844.5) (2312)
19.5 108,116,130 5,12,17 20,24,32 16,17,20
(11811.1) (11£6.0) (2546.1) (1842.1)
1911 94,95,123 7,11,11 29,35,35 22,27,29 F2,l4,20
(104£16.5) (10£2.3) (33£3.5) (26£3.6) (15+4.2)
78,14 77,96, 104 13,14,18 20,29,30 24,28 ,29 12,13, 16
(92+13.9) (15+2.6) (26+5.5) (27£2.6) (14£2.1)
156,34 91, 114,120 12,16,17 27,29,30 2@,22,29 13,20,21
(108+15.3) (15:2.6) (29+1.5) (24x4.7) (18+4.4)
312,544 82%, 110*%, 112* 12%, 15*, 23* 27,29,31 23% 26*, 26* 17%, 17%, 21*
(101£16.8) (1745.7) (29+2.0) (25£1.7) (1842.3)
17,29,30 )
625H (25£7.2)
1250## 20%, 26%, 35¢
: (2747.5)
Postitive conirol
Name 2AA
E’:/";;:;’“ 1 2 10 0.5 2
Number 861,881,920 | 315,332,346 | 737,765,778 | 389,415,436 | 128,139,140
coloni‘;z,pla,c (887430.0) (331215.5) (76021.0) (413£23.5) (13626.7)

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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Study No.901924

Table 3-1. Reverse mutation test of bumetrizole in bacteria (mutagenicity test II : -S9 mix)

Compund Number of revertants (number of colonies/plate)
concentration Base-pair substitution type Frameshift type
(pg/plate) TA100 . TA1535 WP2uvrd TA9S TA1537
Negative 99, 101, 111 5, 6, 17 28,30,34 17,18,22 5, 71, 9
control (10426.4) (6£1.0) (3143.1) (19£2.6) (7£2.0)
0.61 21,22,26 6,10,10
(2342.6) (9£2.3)
122 13,21,27 10,10,12
(20+7.0) (11£1.2)
244 19,19,23 7, 8,11
(20+2.3) (9+2.1)
488 13,25,25 7, 8,10
(21+6.9) (8+1.5)
9.77 110,112, 121 17%,24* 27% 6%, T¥ T*
(1145.9) 23£5.1) (7:0.6)
19.5% 98,110, 117 14*, 18*, 29* 4%, 6%, 10*
(108+9.6) (20::7.8) (7+3.1)
39.14 102,105,118 5, 6,12 20,24,27
(108+8.5) {8+3.8) (2443.5)
78,14 95,96,104 9,10,11 21,21,30
(98+4.9) (10£1.0) (24452)
156.34 109+*,116%,125* 4,12,14 24,28,29
(117+8.0) (10+£5.3) (27£2.6)
31.58 39% 104%,108* 5,10, 11 18,18,29
(100+10.0) (9£3.2) (2246.4)
cosi : 7%, 128, 13% 17,20, 36
(11£3.2) (24£10.2)
12508 10* 10%, 11* 19%, 25%, 26*
(16£0.6) (2313.8)
Positive control
Name AF-2 NaN; AF-2 AF-2 9AA
j’;/";{':;;‘“ 0.01 0.5 0.01 0.1 80
Nnn}ber 451,457,581 515, 536, 601 123,127, 131 454,464,472 | 294,411, 597
colom-‘:s,plm (496:73.4) (551+44.8) (12724.0) (4639.0) (434=152.8)

Negative control : Dimethylsulfoxide,
AF-2 : 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide; NalN; : sodium azide; SAA : 9-aminoacridine hydrochloride.
( ):Mean:tSD.
* : Bacterial growth inhibition was observed.,
# : White: oily membrane-like precipitations and white fine precipitaions were observed on the surface of agar plate.
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Study No.901924

Table 3-2. Reverse mutation test of bumetrizole in bacteria (mutagenicity test II: +S9 mix)

Compund Number of revertants (number of colonies/plate)
concentration Base-pair substitution type " Frameshift type
(vg/plate) TA100 TA1535 WP2uvrA TA98 TA1537
Negative | 117,118,128 7,11,13 24,26,31 20,30, 33 14,14,22
control (121+6.1) (10£3.1) (2713.6) (2846.8) (1724.6)
077 104, 106, 109 7,10,12 19,22,24 11,13, 15
(106+2.5) (10£2.5) (22£2.5) (133:2.0)
195 101, 106, 132 5, 7,11 21,21,25 12,16,20
(113£16.6) (8+3.1) (2242.3) (1624.0)
301 104, 111, 121 10,10, 11 21,23,34 21,26,34 11,19,20
. (112£8.5) (10£0.6) (26£7.0) (2746.6) (1744.9)
78 18 104, 113, 120 3, 6, 8 26,33,38 25,27,32 16,18,25
(112+8.0) (6£2.5) (3246.0) (28+3.6) (20x4.7)
156348 114,115,118 | 6, 8, 9 22,30, 30 20,26,28 3,17,18
(116£2.1) (8£1.5) (2744.6) (25+4.2) (1318.4)
siosu | TR VN2 6 6% 7 | 21,31,35 20%,22%,37% | 7% 13% 13*
(107+8.7) (6+0.6) (29+7.2) (2629.3) (1123.5)
o5 28,29, 34
(30+3.2)
125088 31%,33%,38¢
(3443.6)
Positive control
Name 2AA
Cw:m;’“ 1 2 10 05 2
Number | 898,944,958 | 347,350,419 | 769,790,795 | 431,450,475 | 115,141, 141
mm,,i‘:,plm (933331.4) (372+40.7) (785+13.8) (452+22.1) (132+15.0)

Negative control ; Dimethylsulfoxide.
2AA : 2-Aminoanthracene.
{ ):Mean®SD.

* : Bacterial growth inhibition was observed.
#3#: White fine precipitations were observed on the surface of agar plate.
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