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2002 12 24
2005 11 29 1
2007 3 5
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CAS No0.135186-78-6

2
2 /
0.56 mg/kg / 100
0.0056 mg/kg / ADI
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pyriftalid

IUPAC
(RS)-7-(4,6- -2- )-3- -2-
-1(3H)-
(RS)-7-(4,6-dimethoxypyrimidin-2-ylthio)-3-methyl-2-benzofuran
-1(3H)-one
CAS No0.135186-78-6
7-[(4,6- -2- ) ]-3-
-1(3H)-
7-[(4,6-dimethoxy-2-pyrimidinyl)thio]-3-methyl
-1(3H)-isobenzofuranone

C15H14N204S 317

o

Jol

" 0

1989

ALS

2002
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2007 2
1~-4 14C
[phe_14C] 14C
[pyr-14C]
/
1 2
Wistar 4 [phe-14C] [pyr-14C]
0.5 mg/kg 100 mg/kg
1
0.5~1 Crnax
0.25~0.5 Cmax 12~24
2 2
1
[phe-1C] [pyr-C]
Tmax 0.5 1 0.5 0.5 0.5 0.5 0.25 0.5
Cmax M0/g 0.42 | 0.68 9.0 55 0.25 | 0.24 5.0 5.8
Tz Yo /B 4/14 | 4/25 | -/124 | -[123 | 4/64 | 3/67 | -/51 -/61
Tmax Cmax T2
Wistar 4 [phe-14C] [pyr-14C]
TAR 64.7~79.2%
96 84.5~100%TAR
168 62.3~70.5% TAR 71.2~76.5%TAR
31.6~33.0% TAR 18.3~21.3%TAR
7
0.2~1.5%TAR
phe-14C- 0.0053 ug/g [pyr-14C]
0.0471 ng/g
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25.0~35.5% 96
90.3~95.2%TAR 168
59.9~72.2%TAR 24.0~34.2%TAR
7
0.2~0.4%TAR
[phe-14C] 0.249 ng/g [pyr-14Cj
2.90 ug/g
2
Wistar 4 14
[pyr-14C]
55.4~73.7%TAR 96 90.6~94.3%TAR
168 54.2%TAR
71.4%TAR 41.9%TAR 23.0%TAR
7
0.9~1.4%TAR
0.0364 ugl/g
2
Wistar 3~5 [phe-14C]
[pyr-14C]
76.9~89.7%TAR 48
17.1~-29.7% TAR 54.9~56.5%TAR
21.5%TAR 48
42.3%TAR 47.1%TAR
2
Wistar 12~24 [phe-14C] [pyr-14C]
0.5
Tmax 0.0193~2.07 ng/g 24~48

8
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0.103~15.5 ug/g

T2 [phe-14C]
[pyr-14C] 2
[phe-14C] [pyr-14C]
[1.(2)]  [pyr-1C] [1.(3)]
Wistar 168 [phe-14C]
[pyr-14C] [1.(4)] Wistar

48

1.2~3.2%TAR
38.2~56.9%TAR

5%TAR 1%TAR 0.1
13.3%TAR 2
32 36
7.6~19.9%TAR 3.1~9.3%TAR
10 TAR B 4.6~14.2%TAR
K [phe-14C] H Q [pyr-14C]
X  1.2~9.0%TAR
5%TAR 2
2
D w L
5%TAR
3 3-
5
S 2 S
2
[phe-14C] [pyr-14C] 328 gai/ha 346
g ai’ha 3 5
TRR 2
[phe-14C] 7 105
H 11.5%TRR 0.117 mg/kg
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15.3%TRR 0.0020 mg/kg

28.3%TRR 0.0405 mg/kg

| 6.4%TRR K 10.5%TRR D B J E 8.0%TRR
9.2%TRR 0.089
mg/kg 2.0%TRR <0.001 mg/kg 10.1%TRR 0.014 mg/kg
[pyr-14C] 4 105
K 14.2%TRR 0.114 mg/kg
0.2%TRR <0.001 mg/kg 1.2%TRR 0.001 mg/kg D
B 9.2%TRR E
5.6%TRR 10.0%TRR
0.080 mg/kg 0.3%TRR <0.001 mg/kg 18.6%TRR 0.023 mg/kg
E 3 D
K B
3 K E
H J I 2
2 mg/kg %TAR
[phe-4C] [pyr-4C]
1 3.16 (1.1) 4.49 (1.8)
28 0.276 (1.7) 0.267 (2.8)
70 0.258 (2.9) 0.026 (0.1) 0.307 (7.5) 0.049 (0.3)
0.013 (<0.1) 0.062 (0.2)
105 0.971 (5.2) 0.143 (0.1) | 0.801 (4.0) 0.124 (0.1)
[phe-14C] [pyr-14C]
0.5 mg/kg 30
[phe-14C] [pyr-14C]
77.3%TAR 94.8%TAR
116~120 1.2~3.8%TAR
7~16
259 116 [phe-14C] 51.1%TAR
259 [pyr-14C] 34.7%TAR 116

30.3~35.4%TAR

<0.1 0.3 TAR

10
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[phe-14C]
5.4 6.8
F B
59.4 TAR 16 [pyr-14C]
F 153
H
H
CO2
4
K 14.8~230
694~16,000 2
[phe-14C] pH 4
pH 9
50 pH 4
pH 9 25 50
Aa
2
0.5 pg/mL
300~400 nm
5.2 4.7
[phe-14C]
Argau 0.8 ng/mL
W/m?2 300~400 nm

11

5

60

25

[pyr-14C]
B [phe-14C]
[phe-14C]
53.7 TAR 14
38,5 TAR [phe-14C]
4.3 TAR
B
F
2
Koc
pH 5 pH 7
7
473 0.26 0.10
30 89.7%TAR
36.7 W/m?2
Z
1.02 0.92
2
Froschweiher Mohlin
63.9
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19.0
6.5 | 37.5%TAR
CO: 30 13.0 TAR
2
[phe-14C] [pyr-14C] pH 7
25 mg/L 1.1 mg/L
40.8~44.5 W/mz2 300~400 nm
[phe-14C] [pyr-14C]
27.4 28
6.53 6.12
[phe-14C] I 15.3%TAR [pyr-14C] Z
27.2%TAR CO2 15 15.7%TAR
6.0%TAR
2
B F 1 Z
3 2
3
. 1 1
270 g ai/ha
1 1
0.5 mg/k 2 2
-0 Mg/kg 1 5
0.6%
H
4 2

12
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32

4
Ik
( PUI mg/Kkg) .
(gaitha)| ( ) | ()
199(9 ) 65-94 | <0.005 | <0.005 | <0.008 | <0.008
( 2 27056 | 1
1959 65-94 | <0.04 | <0.04 | <0.06 | <0.06
200(0 ) 85-95 | <0.005 | <0.005 | <0.008 | <0.008
( 2 2706 | 1
2000 85-95 | <0.04 | <0.04 | <0.06 | <0.06
200(5 ) 44-75 | <0.005 | <0.005 | <0.008 | <0.008
( 2 3606 | 2
2005 44-75 | <0.02 | <0.02 | <0.04 | <0.04
sG G
<
2
5
mag/k
/ (g J ) ok ) [(mokg )
. 0 300
_ Wistar 3 [1,000 3,000/ 3,000
(Irwin )
( )
. 0 300
Wistar 12 1,000 3,000| 3,000
( )
. 0 300
Wistar 8 1,000 3,000 3,000
( )
( )
. 0 300
Wistar 10 |1,000 3,000/ 3,000
( )
. 0 300
Wistar 6 (1,000 3,000| 3,000
()
0 300
_ ICR 3 1,000 3,000/ 3,000
(Irwin ) ( )

13




2007/12/5 32
0 300
ICR 8 (1,000 3,000/ 3,000
( ) ()
0 300
ICR 10 1,000 3,000/ 3,000
( )
-5~ -3
Hartley 3x10°-3x10% | 4,104 3x102
4 mg/mL ML ML
(in vitro) mgim mg/m
0 300
Wistar 6 1,000 3,000 3,000
( )
( )
0 300
ICR 8 (1,000 3,000/ 3,000
( )
0 300
ICR 8 (1,000 3,000/ 3,000
( )
. 0 300
Wistar 6 (1,000 3000 3.000
( )
DMSO CMC
ya
6 7 2
LDso(mg/kg )
Wistar . >5.000 >5.000
TIEMAG . >5.000 >5.000
Wistar . >2.000 >2.000
Wistar LCso(mg/L)
5 >5.54 >5 54

14
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7
LDso(mg/kg )
H Wistar . 1,000 | 2,360
I HanBrI:WISE')I' ~2 000 2 000
Z 5 >2,000 >2,000
NZW
2
90
Wistar 10 0 30 300 3,000
7,500 15,000 ppm 90
8
3,000 ppm
300 ppm 23.8 mg/kg /
25.5 mg/kg / 2
90
15,000 ppm | RDW PLT
TP Alb Glob
1
7,500 ppm Hb Ht MCV MCH WBC
PLT
3,000 ppm PT T.Chol

15
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Eos
TP Alb Glob
AIG
T.Chol TG GGT
WBC
300 ppm
90
4 0 50 1,000 30,000
ppm 90
9
1,000 ppm 30,000 ppm TG
50 ppm 1.76
mg/kg / 1,000 ppm 44.6 mg/kg /
2
9 90
30,000 ppm
PLT PLT
TG
1,000 ppm TG 1,000 ppm
50 ppm
90
Wistar 12 0 300 3,000
15,000 ppm 90
15,000 ppm
15,000 ppm

16

15,000 ppm 1,140
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mg/kg / 3,000 ppm 248 mg/kg /
2
1
4 0 30 150 1,000 6,000
30,000 ppm 1
10
6,000 ppm
1,000 ppm 29.6 mg/kg
/ 31.2 mg/kg / 2
10 1
30,000 ppm | RBC Hb Ht
PT RBC Hb Ht MCH
PLT
ALP
6,000 ppm PLT TG
TP Glob AIG
TG ALP
1,000 ppm
2 /
Wistar 80 0 10 100 1,000
3,000 ppm 7,500 ppm 2
/
11
3,000 ppm 7,500 ppm
3,000 ppm
1,000 ppm

17
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1,000 ppm 100 ppm
100 ppm 4.31 mg/kg
/ 10 ppm 0.56 mg/kg /
2
11 2 /
7,500 ppm MCV
3,000 ppm Hb Ht MCV MCH TP Alb Glob

RDW HDW
TP Alb Glob

1,000 ppm
GGT

100ppm |100 ppm

10 ppm

18
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18
ICR 60 0 10 150 2,500
7,000 ppm 18
12 2,500 ppm
2,500 ppm
150 ppm 20.0 mg/kg
/ 21.5 mg/kg /
2
12 18
7,000 ppm RBC Hb Ht
2,500 ppm
150 ppm
2
Wistar 30 0 10 100 5,000
15,000 ppm 2
13
15,000 ppm F1 1
5,000 ppm
1 22
25 34 24 34
P F1
5,000 ppm
5,000 ppm

19
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100 ppm P
7.23 mg/kg / P 8.35 mg/kg F1 8.67 mg/kg /
F1 10.3 mg/kg /
2
13 2
P F1 F1 F2
15,000 ppm 1
5,000 ppm
5,000 5,000
ppm ppm
5,000 15,000 ppm 15,000 ppm
ppm
15,000 ppm
100 ppm
15,000 ppm
5,000 ppm
5,000 5,000 5,000
ppm ppm ppm
15,000 ppm 15,000 ppm 15,000 ppm
100 ppm
SD 24 6~15 0 10 100
1,000 mg/kg / CMC

1,000 mg/kg /

20

1,000 mg/kg /
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2
Russian 20 7~19 0 10 100
1,000 mg/kg / CMC
10 mg/kg / 1 100 mg/kg
/
100 mg/kg
/
1,000 mg/kg /
1,000 mg/kg /
2
H | Z
14 15
H 1 Z
14
in vitro Salmonella typhimurium
TA98 TA100 TA102
( 313~5,000 ug/plate (-S9)
TALS3S TALS37 ) 1.22~5,000 ng/plate (+S9)
Escherichia coli ' ' Hg/p
(WP2 uvrA )
L5178Y TK+- 9.38~150 pg/mL (+/-S9)
2.60~100 pg/mL (-S9)
CHO-CCL61 44.4~100 pg/mL (+S9)
2.35~37.5 pg/mL (-S9)
9.38~37.5 pug/mL (+S9)
DNA Tif:RAIf 0.3~150 pg/mL
in vivo/ DNA | Wistar 500 1,000 2,000 mg/kg
in vitro 5

21
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in vivo Tif:RAI 500 1,000 2,000 mg/kg
3
Tif: MAGT 500 1,000 2,000 mg/kg
5
+/-S9
15

S. typhimurium
(TA98 TA100
H TA1535 TA1537 ) 100~5,000 pg/plate (+/-S9)
E. coli
(WP2P WP2P uvrA )

S. typhimurium

(TA98 TA100 TA102
TA1535 TA1537 )
E. coli (WP2 uvrA )

313~5,000 pg/plate (+/-S9)

S. typhimurium
(TA98 TA100 TA102

YA TA1535 TA1537 ) 313~5,000 pg/plate (+/-S9)
E. coli ( WP2 uvrA )
90 [10 (2)]
Wistar
5 0 100 1,000 3,000 7,500 ppm
14 91 7,500 ppm
91 28
7,500 ppm
CYP CYP2B
1,000 ppm
3,000 ppm CYP1A1 CYP1A2
1,000 ppm mEH UDPGTs
GST 1,000 ppm GST 3,000 ppm
mEH UDPGTs
7,500
ppm 3 TSH
TSH T4 T3 T4-UDPGT

22
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1,000 ppm CYP mEH UDPGTs
GST
100 ppm 6.5 mg/kg / 7.9 mg/kg /
2
[ 11.3) ]
ICR 5 0 300 2,500 7,000 ppm
14 7,000 ppm 28
7,000 ppm 2,500 ppm
CYP 2,500
ppm 7-
CYP2B 300 ppm
mEH GST
CYP 2,500 ppm
mEH GST 300 ppm
2
Brdu
ICR 10 0 300 2,500 7,000 ppm
28 BrdU
2,500 ppm
3~7 BrduU
2
PCNA
ICR 0 300 1,000 3,000
7,000 ppm 15
PCNA PCNA
7,000 ppm PCNA

23
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18 7,000 ppm

24
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ADI

32

100 mg/kg

ADI
ADI

16

100

25

0.5 mg/kg

0.56 mg/kg
0.0056 mg/kg

0.0056 mg/kg
/

0.56 mg/kg /
100

/

/
/
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16
mg/kg / D
mg/kg /
90 10 30 300 3,000 7,500 15000ppm| — 23.8 25.5
0 249 23.8 242 602 1,170
0 259 255 265 633 1,270
9 0 300 3,000 15000ppm | 1140 248
0 223 227 1,140
0 24.7 248 1,230
2 0 10 100 1,000 3,000 ppm 4.31 0.56
/010 100 1,000 3,000 7,500 ppm
0 045 431 439 129
0 056 5.37 54.3 163 406
2 0 10 100 5000 15,000 ppm
P 0 0.69 7.23 358 1,100 P 723 F1 8.67
P 0 0.81 835 400 1,220 P 835 F1 10.3
F1 0 0.84 867 436 1,320
F1 0 096 10.3 484 1,470
0 10 100 1,000 1,000
18 0 10 150 2,500 7,000 ppm 20.0 21.5
0 1.47 20.0 337 962
0 145 215 325 884
0 10 100 1,000 1,000
% 0 50 1000 3,000ppm 176 446
0 176 37.1 1,130
0 211 446 1,290 TG
1 030 150 1,000 6,000 30,000ppm| ~ 29.6 312
0 0.82 394 296 176 918
0 090 420 31.2 193 1,030
NOAEL 0.56
ADI SF 100
ADI 0.0056
ADI 2 /
NOAEL SF ADI
1)

26
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1 /
Aa |2-(4,6- - -2- )-6-(1- - )-

6- -2-(1- -3- -1,3- - -4-
5 )-3H- -4-

7-(4,6- - -2- )-3- -3- 3H-
D

-1-

E |7-(4.6- - -2- )-3- -3H- -1-
F |3 -7- -3H- -1-
H |7- -3- -3H- -1-
1|1 -3- 1,3 - -4-
J |7- -3- -3H- -1-
o @ -1- -3- 1,3 - -4-

)-6- -3H- -4-

3,4,5- -6-[6- -2-(1- -3- 1,3 -
L -4- )- -4- I- - -2-
Q |3 -7- -3- -3H- -1-

6-[4-(4,6- - -2- )-3- 1,3 -
W

-1- ]-3.4,5- - - -2-
« -(4,6- -2- -1,2- - 5 )
(5 -4.6- - 2- )

Z |4,6- - -2-

27
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A/G /

ai

Alb

ALP

BrdU 5- -2'-

Crmax

CMC

CYP P450

DMSO

Eos

-
GGT - y-GTP

Glob

GST S

Hb

HDW

Ht

LCso

LDso

MCH

MCV

mEH

PCNA

PHI

PLT

PT

RBC

RDW

T2

T3

T4

T4-UDPGT UDP-

TAR

T.Chol

TG

Tmax

TP

TRR

TSH

UDPGTs | 3- -2- UDP-

WBC

28
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34 370
17 11 29 17 499
19 2 28

181 1-1
URL http://www.fsc.go.jp/iinkai/i-dail81/dail81kai-siryoul-1.pdf
24 2
181 1-4

URL http://www.fsc.go.jp/iinkai/i-dail81/dail81kai-siryoul-4.pdf

7
URL,; http://www.fsc.go.jp/senmon/nouyaku/kakuninl_dai7/index.html

32
URL,; http://www.fsc.go.jp/senmon/nouyaku/kanjikai_dai32/index.html
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