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Table 3-1 Chromosome aberration in CHL/IU cells treated with 2,3.4.4°'-tetrahydroxybenzophenone

[short-term treatment:+S9 mix!

S9 Conc. Cells Polyploid Number of aberration

Time(h) Judge - TA TAG Judge Slide
mix (pg/mL) observed cells (%) g ctb cte csb cse other (%) (%) No.
200 1.5 0 0 0 0 1 0 0.5 0.5 ’
NC {100) (1 ) - ( O ¢ 0 (¢ 0y ( 0) ¢« 1 o 0) (1 ) (1) - 76-1
(100) 2 ) «t O ¢ o0 ( o o0 ¢ 0 « 0) 0 ) (o 02-1
(4] 0.0 (o) 0 [4) 1] 0 0 0.0 0.0
( 0) (0 ) ¢ o0y ¢ oy ¢ 0 ( 0 ¢ 0) ( 0) (0 ) (0 ) 55-1
625 ( 0) (0 ) T™OX ( 0 ( o0 ( 0 ¢ o) ¢ o0 ¢ 0) (0 ) (0 ) TOX 55-2
) ( 0 (o ) ( o) ( oy ( o0y ¢ oy ( o0 ¢ 0 (o) (0 ) 92-1
( 0) o ) ( 0y ( 0y ¢ 0) «( 0) 0) 0) (0 ) (0 ) 92-2
200 1.5 3 10 4 0 0 1 7.5 9.0
313 {100) (1) - ( 1) ( 6) ( 1) ( 0) | 0} 0) (7 ) (8 ) + 41-1
(100) (2 ) ( 2) | 4) 3) ( 0) «( 0) ( 1) (8 ) (10 ) 98-1
200 3.5 4 10 7 0 0 1 9.0 11.0
+ 6-18 . 156 (100) (2 ) - (. 2) ( 6) ( 1) 0) 0) 1) (8 ) (10 ) + 28-1
{100) (5 ) «C 2 ¢ 4 8 ( 0y ¢« 0) ( ©0) (10 ) (12 ) 67-1
. 200 4.0 1 4 14 0 1 0 9.5 10.0
78.1 (100) (4 ) -~ ( 1) «( ) 68y ( 0y « 0) « 0y (7 ) (8 ) +° 58-1
. (100) (4 ) ( o0y ¢ 3) ¢ 8 ( 0 ( 1) 0}y (12 ) (12 ) 40-1
200 1.5 0 0 6 o 0 0 3.0 3.0
39.1 (100) (2 ) - ( 0) ( 0 2 ( 0y ( 0) 0) (2 ) (2 ) - 61-1
(100) (1) ¢ o) ( o)y ( 4y ( 0) ( 0) 0} (4 ) (a ) 25-1
200 1.0 S 18 106 ] 1 1 62.5 63.5 :
PC (100) (1) - ( 1) ( 11) ( 54) ( 0) 0) « 1) (66 ) (67 ) + 99-1
(100) (1) ( 4) 7) ( 52) | 0) 1y ( 0) (59 ) (60 ) 59-1

g: chromatid or chromosome gap, ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromoscme exchange,
other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.

TOX: cell toxicity was observed.

NC: Negative control (dimethyl sulfoxide)

PC: Positive control (cyclophosphamide, 14 yg/mL)
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Table 3-2 Chromosome aberration in CHL/IU cells treated wifh 2.3.4.4" -tetrahydroxybenzophenone

[short-term treatment:-S9 mix]

S9 Conc. Cells Polyploid Number of aberration
Time(h) Judge TA TAG Judge Slide
mix (1 g/mL) observed cells (%) g ctb cte csb cse other (%) (%) No.
200 1.0 0 0 0 0 0 0 0.0 0.0
NC (100) (2 ) - ( 0) | 0} ( 0) « 0) «( 0} « 0} (0 ) (0 ) - 42-1
(100) (o0 ) ( 0) 0) ( 0) «( 0) | 0) 0) (0 ) (o ) 48-1
0 c.0 (o] W] 0 0 0 0 0.0 0.0
( 0 (0 ) ¢ 0) | 0) 0) « 0) ( 0y | o) (0 ) (0 ) 70-1
313 ( o (0 ) TOX ( 0) 0) ( 0) ( 0) 0) 0) (0 ) (0 ) TOX 70-2
( 0) (0 ) ( 0) 0) 0) ( 0) | 0) «( 0) (0 ) (o0 ) 90-1
{ 0) (0 ) « o ( 0 ( 0) 0y ( 0) « 0) (0 ) (0 ) 90-2
200 1.0 1 1 4 0 0 0 2.5 3.0
156 (100) (o0 ) — ( 0) 0) 2) | 0y 0) 0) (2 ) (2 ) - 75-1
(100) (2 ) ( 1 1) ( 2) | 0) « 0) « 0) (3 ) (4 ) 22-1
200 0.5 4 2 6 0 0 0 4.0 6.0
—  6-18 78.1  (100) (1) - ( 1) ¢ 2> ¢ 4 (¢ 0 ( 0) ¢ 0) (6 ) (7)) - 03-1
{100) (o ) ( 3) | 0) | 2y « 0) « 0) « 0) (2 ) (5 ) 88-1
200 3.5 0 8 8 0 1 1 9.0 9.0
39.1 (100) {5 ) - ( 0) «( 5) ( 6) | 0) | 0) | 1) (12 ) (12 ) o 47-1
{100) (2 ) ( 0) 3y ( 2) | 0) 1) | 0) (6 ) (6 ) 79-1
200 0.0 0 2 20 V] 1 0 11.5 11.5
19.5 (100) (o0 ) - ( 0) | 1)« 9) | 0) | 1) | 0) (11 ) (11 ) + 06-1
(100) (0 ) ( 0) ( 1) ( 11) | 0y « 0) « 0) (12 ) (12 ) 18-1
200 0.0 3 14 16 0 1 0 15.0 16.5
PC (100) (0 ) - ( 1) 5) ( 6) ( 0) | 1) «( 0) (12 ) (13 ) + 51-1
{100) (o ) ( 2) | 9) ( 10) | 0) 0} « 0) (18 ) (20 ) 91-1

g: chromatid or chromosome gap, ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange,
other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.

TOX: cell toxicity was observed.

NC: Negative control (dimethyl sulfoxide)

PC: Positive control (mitomycin C, 0.05 yg/mL)
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Table 3-3 Chromosome sberration in CHL/IU cells treated with 2,3.4.4'-tetrahydroxybenzophenone

[continuous treatment:24hr}

S9 Conc. Cells Polyploid Number of aberration
Time(h) Judge TA TAG  Judge Slide
mix ( £ g/mL) observed cells (%) '3 ctb cte esbh  cse other (%) (%) No.
200 0.0 1 0 o 4} 0 4] 0.0 0.5
NC (100) (0 ) - ( 1) «( 0) « 0) « 0) «( 0) 0) (0 ) (1 ) — 50-1
(100) (0 ) ( 0) « 0) 0) 0) ( 0) «( 0y (0 ) (o ) 65-1
8 0.0 0 0 1 0 0 0 12.5 12.5
( 0) (0 ) ( 0) ( 0) | 0) ( 0) | 0) « 0) (0 ) (0 ) 11-1
313 ( 0) (0 ) TOX ( 0) ( 0) « 0) 0) 0) ( 0} (0 ) (o0 ) TOX 11-2
(7 (o0 ) ( 0) | 0) « 1) 0) « 0) 0} (1.) (1) 87-1
( 1) (0 ) ( 0) « 0) 0y 0) | 0) « 0) (0 ) (0 ) 87-2
11 0.0 0 0 2 0 1 0 27.3 27.3
( 3) (0 ) ( 0) « 0) 1) ( 0) ( 0) 0) (1) 1) 60~1
156 ( 8) (0 ) TOX ( 0) 0) 1) 0) 1) ( 0) (2 ) (2 ) TOX 60-2
{( 0 (0 ) ( 0) 0) | 0) 0) ( 0) « 0) (0 ) (0 ) 85-1
{ 0) (0 ) ( 0) | 0y | 0) | 0) 0y 0y (0 ) 0 ) 85-2
50 0.0 0 4 3 0 0 0 14.0 14.0
( 13) (0 ) ( 0) « 0) «( 0) | 0) | 0) | o) (0 ) (o ) 01-1
- 24-0 18.1 ( 14) (0 ) TOX ( 0) 1) ( 1) | Q) «( 0) 0) (2 ) (2 ) TOX 01-2
( 13) (0 ) ( 0) 1) 1) | 0) «( 0) « 0) (2 ) (2 ) 07-1
( 10) (0 ) ( 0) « 2) 1) | 0) | 0) «( 0) (3 ) (3 ) 07-2
200 0.0 1 2 9 0 0 0 5.5 6.0
39.1 {100) (0 ) - { 1) o 1) 4) 0) 0) ) (5 ) (6 ) + 33-1
(100) (0 ) ( 0) 1) 5) 0) | 0) « 0) (6 ) (6 ) 14-1
200 1.0 2 2 8 0 0 0 5.0 6.0
19.5 (100) (1) - ( 1} 0) 4) | 0) 0y ( 0) (4 ) (5 ) + 80-1
(100) (1) ( 1) 2) | 4) ( 0) 0) 0y (6 ) (7 ) 27-1
200 1.0 4 14 43 0 0 0 28.0 30.0
PC {100) (2 ) - ( 0) | 8) ( 22) ( 0) | 0) 0) (30 ) (30 ) + 43-1
{100) (o ) ( 4) 8) ( 21y (. 0y «( 0) 0) (26 ) (30 ) 73-1

g: chromatid or chromosome gap, ctb: chromatid break. cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange,
other: including fragmentation

TA: total number of cells with aberration excluding gap., TAG: total number of cells with aberration including gap.

TOX: cell toxiclity was observed.

NC: Negative control (dimethyl sulfoxide)

PC: Positive control (mitomycin C, 0.05 gy g/mL)
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Table 3-4 Chromosome aberration in CHL/IU cells treated with 2,3,4,4'-tetrahydroxybenzophenone

[continuous treatment:48hr]

s9 Conc. Cells Polyploid Number of aberration
Time(h) Judge TA TAG Judge Slide
mix ( Lg/mL) observed cells (%) g ctb cte csb cse  other (%) (%) No.
’ 200 1.0 1 0 0 0 0 0 0.0 0.5
NC (100) (0o ) - ( Q) «( 0) 0) o)y ( 0} ¢)] (0 ) (0 ) — 94-1
{100) (2 ) ( 1) | 0) «( 0) ( 0) 0) «( 0) (0 ) (1) 26-1
200 0.5 0 5 8 1 0 0 7.0 7.0
39.1 (100) (1 ) - ( 0} 2y «( 5) «( 1) | 0) « 0) (8 ) (8 ) + 81-1
{100) (0 ) ( 0) | 3) | 3) 0) | 0) ( 0) (6 ) (6 ) 05-1
200 0.5 0 2 4 0 0 0 2.5 2.5
19.5 {100) (1) - { 0) 1) ( 1) ( 0) «( 0) ( 0) (2 ) (2 ) - 04-1
(100) (o0 ) ( 0) « 1)« 3) ( 0) « 0) ¢ 9 (3 ) (3 ) 68-1
200 1.0 1 2 2 0 0 0 2.0 2.5
- 48-0 9.77 (100) (1) - ( 1) | 0) 1) ( 0) «( 0) ( 0) (1 ) (2 ) - 77-1
(100) (1 ) ( 0) 2) «( 1y 0) 0} ( 0) (3 ) (3 ) 30-1
200 0.5 0 (o] 1 o] 1 0 1.0 1.0
4.88 (100) (o0 ) - ( 0) ( 0) | 1) « 0) | 0) ( 6) (1) (1) - 24-1
(100) (1) ( 0) ( 0 ( 0) « 0) « n o 0 (1) (1) 49-1
200 0.0 0 2 1 0 0 0 1.5 1.5
2.44 (100) (0 ) -~ ( 0) | 2) «( 1) |« 0) | 0) ( 0) (3 ) (3 ) - 89-1
(100) (o ) ( 0) « 0) 0) « 0) «( 0) ¢) (0 ) (0 ) 46-1
200 0.0 1 17 98 . 0 2 1 58.5 58.5
PC (100) (o ) - ( 1) | 6) ( 46} ( 0) « 1) ( 0) (52 ) (52 ) + 45-1
(100) {0 ) ( 0) ( 11y ( 52) | 0) « 1) «( 1) (65 ) (65 ) 52-1

g: chromatid or chromosome gap, ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange,
other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap

NC: Negative control (dimethyl sulfoxide)

PC: Positive control (mitomyein C, 0.0S5 yg/mL)
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Table 3-5 Chromosome aberration in CHL/IU cells treated with 2.3.4.4'-tetrahydroxybenzophenone

lconfirmation test:+S$9 mix]

S9 ' Conc. Cells Polyploid Number of aberration
Time(h) Judge TA TAG Judge Slide
mix ( wg/mL) observed cells (%) g ctb cte csb cse other (%) (%) No.
200 0.0 1 0 0 0 0 0 0.0 0.5
NC (100) (0 ) - ( 0) ( 0) 0) ( 0) «( 0) o o) (0 ) (0 ) - 023-1
(100) (0o ) ( 1) ( 0) 0) ( 0) ( 0) «( 0) (0 ) (1) 116-1
39 0.0 2 s] 0 0 0 1 2.6 7.7
( 9 (o0 ) ( 1) 0) «( g) ( 0y «( 0) ( 1y (1 ) (2 ) 074-1
500 ( 8) (0 ) TOX ( 1) | 0) ( 0) ( 0) ( 0y ( g) (0 ) (1) TOX 074~-2
( 9 (0 ) ¢ 0) 0) 0) ( 0) « 0y | 0) (0 ) (0 ) 066-1
{ 13) (0 ) ( 0) «( 0) 0) ( 0) « 0) «( 0) (0 ) (0 ) 066-2
200 1.0 3 3 6 0 0 1 5.0 6.5
( 63) (0 ( 0) ( 2) ( 2) | 0) 0) «( 0) (4 ) (4 ) 057-1
400 ( 37) (1) - ( 2) | 1) | 2) | 0) 0) ( 0}y (3 ) (5 ) + 057-2
( 76) (1) ( 1) | 0) ( 1) « 0) | o) 1) (2 ) (3 ) 064-1
( 24) (a ) ( 0) Q) ( 1) | ay «( o}y ( 0) (1) (1) 064-2
200 2.0 4. [ 6 0 1 0 5.5 7.5
(100) 2 ) ( 2) ( 3) «( 2y | o) 1) 0) (% ) (7 ) 111-1
+ 6-18 320 { 93) (2 ) - ( 2) ( 2) 4) { 0) 0 D) (6 ) (8 ) + 107-1
C 7) (o ) ( 0) «( 0 ( 0) « 0) o 0) «( 0) (0 ) (0 ) 107-2
200 2.0 3 4 1 0 0 2.5 3.5
256 {100) (2 - ( 2) «( 1) « 0) «( 0) «( 0) 0) (1 ) (2 ) - 063-1
(100) (2 ) ( 1) 3) 1) ( 0} 0) « 0}y (4 ) (5 ) 008-1
200 Q.5 1 S 2 0 0 0 3.5 4.0
{100) (0 ) ( 1) «( 4) ( 1) ( 0) «( 0) « 0) (5 ) (6 ) 084-1
205 { 75) (1 ) - ( 0 ( 1 ( n ( 0 ¢ 0 ( 0 (2 ) (2 ) - 121-1
( 25) (0 ) ( 0) 0) «( 0) o) «( 0) «( 0) (0 ) (0 ) 121-2
200 0.5 T 34 106 o 0 0 60.5 62.5
PC (100) (0 ) - ( 4) ( 17) ( 59) ( 0) ( 0) | 0} (66 ) (67 ) + 118-1
(100) (1) ¢ 8  1m ( a1y ¢ 0) ( 0y ¢ 0) (55 ) (58 ) : ©104-1

g: chromatid or chromosome gap. c¢tb: chromatid break. cte: chromatid exchange. csb: chromosome break. cse: chromosome exchange,
other: including fragmentation

TA: total number of cells with aberration excluding gap. TAG: total number of cells with aberration including gap.

TOX: cell toxicity was observed. .

NC: Negative control (dimethyl sulfoxide)

PC: Positive control (cyclophosphamide. 14 ug/mL)
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Table 3-6 Chromosome aberration in CHL/IU cells treated with 2.3.4.4'-tetrahydroxybenzophenone

{confirmation test:-S9 mix]

S9 Conc. Cells ' Polyploid Number of aberration
Time(h) Judge TA TAG Judge Slide
mix {( wg/mL) observed cells (%) 4 cth cte csb cse  other (%) (%) No.
200 0.0 0 1 1 0 0 0 1.0 1.0
NC (100) (o ) - « 0 1y (1 ¢ 0y ( 0y ¢ 0 (2 ) (2 ) - 037-1
{100) (0 ) ¢ 0y & ( 0) 0y ( 0) 0) o ) (o ) 095-1
200 1.0 0 S 5 0 1] 3 6.0 6.0
( 53) (o0 ) ( 0y o % ( 0 ( 0 ( 0 (1) (1) 062-1
50 ( 47) (o ) - 0y 1Y ( 2y ¢ 0 « 0 1 (4 ) (4 ) + 062-2
( 67) (1) ¢ 0y ( 2y ( 2y ¢ 0 ( o0) ( 1)y (4 ) (4 ) 053-1
( 33) (1) « o0 1)« n ¢« 0 0 | 1) (3 ) (3 ) 053-2
200 0.5 1 9 16 0 0 0 10.5 11.0
( 84) (1) « 0 ( 1y ( 8y ( o0 ( o0y ( @) (8 ) (6 ) 114-1
33.3 ( 16) (o ) - ( 0y «( 2) ( 3) | 0) «( o) ( 0) (4 ) (4 ) + 114-2
( 61) (0 ) ( 1) ¢ 3 ( 4y ¢ 0 ( 0 ( 0 (6 ) (7 ) 021-1
( 39) (o ) ( Q) «( 3) « 4} ( Q) ( 0) «( 0y (5 ) (5 ) 021-2
200 0.5 2 8 17 0 1 1 12.5 13.5
- 6-18 22.2  (100) 1) - 1) 5) 1) ( 0) 1) 0) (15 ) (16 ) + 118-1
(100) (0 ) ( 1) ( 3) ¢ 6) ¢ 0 ( 0 ( 1 (10 ) (11 ) 071-1
200 0.0 1 5 14 - (1) 4] o 7.5 8.0
14.8 (100) (0 ) - ( 0 ¢ 5) ( 8 0 ( 0 ( 0) (6 )} (6 ) + 035-1
(100) (o ) ( 1) ¢( 0 ( 9 ¢ o0 o ( 0 9 ) (10 ) 122-1
200 0.0 1 1 1 0 0 0 1.0 1.5
9.88 (100) (o0 ) - ( 0 ¢ 0 ¢ 0 ¢ 0 ¢ 0 ¢ 0 (0o ) (0-) - 093-1
(100) (o ) ( 1) ¢ 1) ¢ 1) ( 0 ¢ 0 ¢ 0y (2 ) (3 ) 108-1
200 0.0 0 0 3 0 0 0 1.5 1.5
6.58 (100) co ) - ( 0 ( o0 ( o o0 ¢ 0 ( 0 (0 ) (o ) -~ 102-1
(100) (o0 ) : ( 0) « 0) « 3) « 0) «( 0) « 0) ( 3 ) (3 ) 044-1
200 0.5 2 16 35 ) 0 0 24.0 25.0
PC (100) (1 ) - ( 2y ( 100 ( 16) ( 0) «( 0) ( 0) (25 ) (27 ) + 069-1
(100) (0 ) ( 0) ( 6) ( 19) ¢ 0) ( ©0) ( 0) (23 ) (23 ) : 034-1

g: chromatid or chromosome gap., ctb: chromatid break, cte: chromatid exchange, c¢sb: chromosome break, cse: chromosome exchange.
other: including fragmentation ’

TA: total number of cells with aberration excluding gap. TAG: total number of cells with aberration including gap.

NC: Negative control (dimethyl sulfoxide)

PC: Positive control (mitomycin C, 0.075 y g/mL)
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4. EH

2,3,4,4’-Tetrahydroxybenzophenone @ 0 (fHREE) . 100, 300, X TUF 1000 mg/kg %,
Sprague-Dawley & SPF 7 »» h DHEICIIZRELRT 14 AR ORRERHIF %38 L CHIMmATE
(42 BEKE) £C, BEZIIZECAT 14 BREROREHAE I ERAMEEL &
H4BET 4145 BAKE) #EL, RERSSERVCEBREESEEZRF L,
Eiz, 0K 1000 mgkg BEBC OV TiE 42 BIRS Lk, 14 BROEEHNBZ
BT, EEELOTEEERILE,

1) RERSEN

1000 mg/kg B S B DME 1 FISEH 0 BICEE Lz, AFEOFETHO—RRIRBICRE
EHRLRRP ST, FHRCIEBRE RO /AR S Bh, BEENICaEED
£, WROEHBLAZ Lz,

MR —AIRBOBE, BiERE, BhllE. BREHROMETIIEBRVERS
IR BB EIRD R oT,

—ARIRTETIZ, 1000 mg/kg B SHEDHETIRE: 4 BLRIZIR EZDORER A LI,

FEEROEHEAR TIX, 1000 mg/kg {5 HOMHE CHRENHICHEROERE, R5H
R I ERINME 35RD b iz, 300 mg/kg WEBEOM CIIREMRICEER O
EAH BT,

RRETE, BEBRETHERECREO T, RBLAFESHOLFICH DI, ¥
EBRAOABRETIALALNEZ, IRLOEICOVTIE., HRYE DT
BLEELLEESR, BEEbCidehot,

MKZERE TIX BEHEKR T RREC BT, 1000 mg/kg 5B O CHRMLEKEK,
~NEZREVE, ~7 MUy MEROTFER KN &RIBEOKME, FHHRERT
HEREOBEN A DN, EiZ, 1000 mgkg REFHOMMHE T/ NMEEOBERA LN
7o

MEEERE TiE, BRI TRRECBVT, 300 mghkg U EOBREROET
Y COFBRLBERAELIE,

FREERE CIX, REHMKTRREIZBV T, 300 mgkg Y EOBREROH T
REEXBL L, ARSZ/NEL, ARENLERERIZ LN, BRI 2HEL
FEARIR O B RIS S IE B USSR O GBS 100mg/kg A LD SO TRD
bz, ., TR, BEEOHMNNS 1000 mgkg REHOMETALNE, T,
INBEDREMERTHERE D ZE B b A3 FRBE, 100 R U8 300 mg/kg IR EHOMBETHA LI, 300
mg/kg UL LD EFHTHEOEMZHE->THI L,

RBE., MERE, LELCERERVCHFRZREILBIT3ELIE,. T bRE
S OERTIH,, BEELE

I
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2) ETERE SN

HEH., ZREEICRELERR, RERE, BEERUZRBIIIERDERSORE
BEIRDONRhoT, Tl BEPHTIL 1000 mgkg HEFHED | B HE (FERO
B) T LER, FHAOSBIRECREZAORENof, Biz, HESR, HRY
. B, ERER FRE BERSE, HERE, HERROMLICERDER
ESEn8BIRHLNT. BN boRAREBICLEEIRD N 20T,

HAR TiX, 1000 mg/kg REFHOMBETHERREOESR 4 BOMEEKREIZ. 300
mg/kg WESFHOMER CER 4 B OMEGECZhZLEERA O, HERDIER
BERULER 4 BERFRRVEFERIIFERPHEREC L LEMREIRDO bR Po
7=,

ZhoDERNML, 2,3,4,4°-Tetrahydroxybenzophenone O R I S & MEIC T 2 ¥
BT, EBITIS VT DR A ARRE D BRI EE5E B ORI O VBB AL DY 100mg/kg
P E OB EBOMERE TR Dz T2 DR & b iz 100 mg/kg/day R, LR EFM
WXt U C ikt B ic x4 5 R EEIT 1000 mg/kg/day, WREMDIC AT S ERER
1% 100 mg/kg/day & HIWF L7z,

12
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BRI R

7.

7.1 —f24KEE  (Table 1-1~1-8. Appendix 1~24)

ERE T, 1000 mg/kg #E-FHOME 1 51 (BHHES 4110) Rtk (B 0A) Ik
Tl FEIORCTHO—RREBIZIZEBERS D2, o7, 1000 mg/kg BEBEOHE
TR ERORERRE 4 BURIZH sHlicd b,

EBIfFE TiE. 1000 mg/kg PHETREH OMENRRE. 4 BUKEIE 3 FlicHbhi,
EEHER IR RS Do Tz, ‘

FOMOEFHRVEEZHEOBYITIIRERA NPT,

72 FHHT—RREOBRE. BiERE. BA EIJE&UE%?@)JEG) e
(Fig. 1~6. Table 2-1~2-105, Appendix 25~324)
1) Hw—Ahy—IPBEE (Table 2-1~2-29. Appendix 25~108)

EHEVEEFEONTNOBMICLREIXA NP0,

2) FIE - TOBE (Table 2-30~2-58, Appendix 109~192)

EHRVEEHFOWTIHOBMIC L ERIIA LN T,

3) A—TF 74— FRBE (Table 2-59~2-87, Appendix 193~276)

EFERVCEEHEOWTOBIICOSBERXA LN hoT, £/, b LB VEE
ROEKICOLANBELEAREELOBICEREREIED NN,

4) HEEERRE (Table 2-88~2-93. Appendix 277~292)

1000 mg/kg RG5O TR 4 BICEHBEMNBORTERBENR A b, MiTidE
BEUVEEFHEOWTNOBMICLRE XS hiehot, Fio. BPRERRKFICIER
R L SR B L OMICEEZRBO bhviaho e,

5) #BAME (Table 2-94~2-99, Appendix 293~308)

1000 mg/kg ¥ SHOBTRE 6 BIREBADEEREEMNS vk, fuicixEs
BROEEH#EOWTLOBMICLHNBHLEREHLOBMCEREIRDO bR,
6) BREBIEOHE (Fig. 1~6. Table 2-100~2-105, Appendix 309~324)

EEE T, 300 mg/kg REFHOM TR 4 B ORI ERIEE 20~40 SORREBRIT
ﬁ’é‘&@{ﬁ?ﬁaa b, BELOEER R ok,

EEHETIX. 1000 mg/kg BREBEOM TRE 6 B ORERAEE 20~50 50 B R EEHR
RUMBRESELAFRELEHESAONEY, ABHOEHORBRELLIZA b
DT,

7.3 {KE (Fig. 7~10, Table 3-1~3-8. Appendix 325~348)

EFETIE, 1000 mg/kg BRSO TERE 8 BUBROKEZEERS AL, BE5HH
DEERCHEERMBICEREN A b, BFOMTIRE 4 AUBROFEICEE
BHHh, REHREHE, ERIBROCEARBE RO L A L ORIEME L 2B aT#R
SEHMROEIRMBOFEENECHEFEEZER A DIV, 300 mgke HEFHOH TR

26
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ECRTIR SR, SRR RIS M b oSERDYRESL TE->CHB L, #8340
DEBEICHEERENHZ b, 300 mg/kg HEHOHRK TV 100 mg/kg OMEHEO K EITX R
HLASESLRL., FEEEIRDOhihoi,

EI#E 8% TiX, 1000 mg/kg B EHEOMEH TR SR OBEITEES A BT, 2B,
FAFEFCIIEESRFOSEEMECFERRERS AN,

7.4 {EfEE (Fig. 11~14, Table 4-1~4-8, Appendix 349~372)

EFTIL, 1000 mg/kg EFHOMHECTRE 4 BKEFERBERLA b, TDE,
FEOM TIIRE 1S HRERRZBELAONER, SR 20 BROFA2 BICFER
EERZ BT, 300 mgkg FHEBHOMTIIRE 4 A RO 2 AREFEREERS
biviz, 300 mg/kg BWEBEDOHER TV 100 mg/kg DHEOBIRIZIIHRMEAREIC LD
HEIRED LN,

B8 TiX, 1000 mg/kg B G-FHEOMERETRE 4 BRAERBEIA b, TODE,
RBOHTIIRE 42 BEEHE IRV 1 RiIZ, HTIXEE 4 BICEERBEN LN
770

7.5 REE BXKEUEZEZEL) (Table 5-1~5-8. Appendix 373~390)

EHRE IOV TH, #ERKTRERECREBLAEREFEOLHCH LN, £
 DREITRSEOENMICEs THHB UL, %7, GRCTHEGS 100, 300 KT 1000
- mgkgREFET 2, 3RV3FA DN, TOMOREEH TII. EREVEERON
THOBMIC L BEIXHOREdoT,

EEBEEBIZ ST, 1000 mg/kg BEFETERABEOFELENR AN, ZOM
DREEE CIX, HBRHLEREHLOMICEEZEIRD Ao,

7.6  M#EPHBE (Table 6-1~6-8, Appendix 391~398)
1) BEMEKTERE

1000 mgrkg #E-FHOH CHRMEKE, ~e/n &, ~v 2V v MERUESHR
Bk ERREOTEREE. M/REK, FFRERVCERBROEEREERALN
7eo FFFOMETIZI/REOFEERBESAZONE, 300 mygke REFHOHE THRMEK
BOEEREMEPH BRI, 100 mgkg #EBEL KERVETH Y, MOFRMIKE
BIEERARONRNWZ L bABNERTERANOELEEZ bR, . 300
mgkg HEHOMEETIET 4 7Y /) —F L BOFEREMEDN, 100 mg/kg B 5HOMETIX
EHFMROARBREOCTELRHESRD b, 1000 mgkg HESBHICERRENL
BBROoIRNT e, EBHTFHHEAOELLELX N, EOMOREERE
TiE, B LEUBRPDEREFR L OMITERZIRD O,
2) HEEHMEKRTRIRE

1000 mg/kg B EBEOHE CROFER O~E S 2 B BOFEREHE. BARMOKED
FEREESR O, e FEIRILER CHFBREOFEREENBD i,
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BEBERTRIC S DB VB TH B L b, ABMESEEN OBl L Ei L
770
235, UEBHA CITRIEREE & 1000 me/ke BB L ORMCEBRERBD bNAI o,

7.7  MmE{EZRE (Table 7-1~7-8. Appendix 399~406)
1) HEHMETRRE

300 mg/kg A EOBREHOBETER) L OoFELEESRD LR,

2 D1, 1000 mg/ke B EBEOHET S N 23— R DHE R IEE, 300 mg/kg #5280 LDH

BRUB Y OAL 100 mgkgBEBO I N2 —RARRINVY Y ARFERBESA LR

R, AELOBEERRNI LMD, ABOTEHEAANOEL &l L,

R T B LA ERDERER L OMICEEEIRD b RN o T,
2) [EEHIMEIRTRRE

1000 mg/kg REBEDOHT AIP OFEREME, T VI VLOFELREE, 717
IR AG HOFEREENED D, BEHMER TRIZAONRVELTH
5T b, ABNEHEEANOEL L AT LI,

7.8 #HEESRE (Table 8-1~8-8. Appendix 407~436)
1) REHIEKETRRE

300 mg/kg ut@&#ﬁ@%fﬂ@%@ﬁﬁﬁ&o#ﬁﬁiﬁk%‘%f;ﬁﬁ 1000 mg/kg
REROMHE CHBOENERCARRBENRH LRI,

B, UTORBICKHRELOMICHEEERZ bR, FEENNHEICHE D &3

HEBSEERNDOEL L i‘;x_ bhiz,
;11 : HMEROFERGENR 1000 mg/kg RS HEOHERIC
H b,
B : HHEROFEREMES 1000 mgkg BEFEDOHEIZ 2
b,
JIEe gk : HABEBROFEREBEMN 1000 mgkg BEHOHEIH
: bht-,
= : HMERBOAEREBMEN 1000 mgkg HE5HOMHEIC
H ok, '
B : BHEROREREMI 1000 mgkg BESFHOHEIZ A
bz,
FEE B : HEBOFERBMEN 1000 mg/kg HEHICALN
7
2) [EEHERTERE
FFIg : R EEOFERBED 1000 mg/kg RHEFOHEICH
' b,
28
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7.9  BH&RFTR (Table 9-1~9-3, Appendix 437~552)
1) ETEY .
St (FIL0H) WKHET UEHD 1000 mg/kg HEHOE 1 6] (Bi4HE S 4110)
T, MR UCBERONERL B,
2) TEUREKTRRE
TRDEREICI D LEZDNDIELV RO, HONAREVHEBRICA LN,

sk : {ERARFWAES 1000 mg/kg BEFHOME 1 flltH SR,
i : MERR{LAS 1000 mg/kg T 5-BEDRE 6 FlicHr b7,
e Rz o /NEIAES 300 meg/kg B E-REDHE | B K Y 1000 mg/kg &

BB O3 BlicH bhiz,
fic, UTORE MRICHTEASZ DR, HRAKRREERER» L ESE
FEELEX DRI,

J ik : RAED 100 mg/kg BEBHOH 1 flic A b,

KA : Fal0E A3 100 mg/kg B SB£2DME 1 FlicH b iz,

3 A S : INEA{E A3 100 mg/kg B 58T 1 4, 3R D 1000 mg/kg
BEETIHlICABNE, |

= o RBOBGESXBEORE 1 flic, BT ORRE, &

B DR RAE B RZ DO BES 300 mg/keg HSHED
MEE 1 BT, JRE ORREES 300 R TR 1000 mg/kg &
EFOME 1 Pl bhis,

R B /NEYED 100 mg/kg 5B T 1 FHTH HivTz,
FE : IR 100 mg/kg BEFET 1 flicH b,
3) EMEHIM& TRRE
BERADNLRNoT,

7.10 HEBEEHYSRE (Table 10-1~10-4, Appendix 437~552)
1) ZECEW
29 0 BICFET L EREO 1000 mg/kg BEHOM | 5] (BB 4110) ik, ¥
BWEREIC LS L EX LN E LCHICENR MO, MR C s
DEFRH LN,
ZDM., LTORARAZ bR, HERRER CREARENERP LBRBFREL
Exzohie,
BFROEH (BF) BW LB REEERAR LN,
;iR : B/ NS BgEFAROZRIEA A B,
2) REHIMKTHRE
EROBREICLZ EEZELODNBZENES,. FEERUCHBRICA LR,
L : BENEZBEEREEELEMIEO BMBELN 100
mg/kg BEBEDOLE 4 B & M 2 B, 300 mg/kg & 5FEOME
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i

K jiz

% 341, 1000 mg/kg SHOBESH LHETHIC, B
470 MR DO VBB ALY 100 mg/kg 3 SR OMERES
14, 300 mg/kg BeFEEOHE 3 4 Lt 4 4], 1000 mg/kg
BEFOETHI L 6 FlicH DT,

B CUIERE R/ NE DR TR IR O LS N RO
11 EIEME S . 100 merkg BREFEOHE 105 L HE 4
Bl 300 mg/kg IREREOHE 7H & 1 FlicHBh, 300
mg/kg Pl OB SO THEDEME> TR
L7,
BREAEERSBROME | fITHLNEDIIXFL, B
PRI ZERED 100 mg/kg IR SEEOME | Fl, BWMLLPE
EOEHEH 300 mgkg HEFHOME 4 61, BRI ORE
DOFEFEN 1000 mygkg BREFOME 5 FRTHHIL, 300
mg/kg Ml EDREBEOM THBEOMMIIE o THBL
7

ZOM. BFOFRRR b, HIREE R R R b BRAE &

%i &nfto

FRUEH (AF) :

KR
HRLE

Lol

e

B

PR,

BRI BRI A R IR B O 5 IR T 1000
mg/kg T E-BEDORE 5 F] & ¥ 4 Bl AH DN,
M TER AR 100 mg/kg S5 BHOIE 1 FlicH b
o

R ER R CEHR B R OB 100
mg/kg T EB T 1 flH DTz,

B O IFIED 1000 mgkg REFHOM 1 BIIH LR
7o

TR S IR BE 2R B 0D MO BRI R A3 et R B DT 3 A & e
1, 100 mg/kg REFHEOKE 141, 300 mg/kg BEHD
MEHES 1 41, 1000 mg/kg IR EFEDOHE 5 B LM 3 FliT,
R 7 S O SRR IV AS 1000 mg/kg REFEOME 1 i
Hbivic,

B ORI B 18 A5 1000 mg/kg B 5FEDME 1 HiC
H o,

BRI 2 SR MRS A (D ZERRE A3 1000 me/kg E-FEDUE |
Bz, B EERPESHNBROME 4RI LHE 16R
T} 1000 mg/kg BSBEOHE 2 Fliz, BHEARHEELENRN
1000 mg/kg ¥ S BEDME 2 iz, SR BIT LMD
WBEREALHE 1000 mg/kg P H-BEDME 1 HlicH BT,
BRI/ IR 300 me/kg REBOM 1 Hlic, BRI
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3)

M (REXzEED)

i

fER

FR AR

FERE

FE

Bi5

ifd

i

EEHRRT ﬁ#iﬁﬁ

BESLEIM AT EBEEOME 1 ] & 1000 mg/kg BEFEDHET
FiT . BRI EU/NAFEN T REEOHE 10 41 & i 2 41,
100 mg/kg B 5 OHE 10 5 L HE 2 51, 300 mg/kg K5
BEOHE 8 B & 0 2 #1, 1000 mg/kg BEFEDOHE 8 B &
3 BT, B RIEORMELDS 100 mg/kg B EREDRE 1
Blic, EMARFBETEBIRES 100 mg/kg REHO
1 Bl Aabhiz,

B EREOSEILE NS REE O 1 51 L 2 BT,
BT IR E R AR OEBENHREFEOKE 25X
T} 1000 mg/kg 3 5-BEOHE 2 41l & 1 Blic, BHRRE
BAXEROM 1 Mlich bl

R S RER B A B A il A3 e FRER DB 2 1 L 12 B
100 mgfkg X 5-BEOHE 12 51, 300 mg/kg BEFEDHE 11
B TR 1000 mg/kg 3 5-BEDHE 3 5 & 1 8 BT H BT,
BREE T 5 B U DR AEDS 1000 mg/kg BEHOD
M 1 BT, BRRRIRE O BEMA T REEOHE 2 #1. 300
RO} 1000 mg/kg B SREDOMES 1 Fllc, BIMOUIERE 2
BIE DEEA 300 me/kg | EFHEOM 2 FlicHbhIC,
EM AT OSSR EED 1 Flic, SELBERE
DEFE 100 mg/kg REFHED 1 FlIZHDNT,

P Bt R D FERD A e R OMERES 1 FIRTY 1000
mg/kg W EBEDRE 1 FliZHA DI,

RER 2RO B AR BB O 1 flic, BERV
Bt O REBIB AL 1000 mg/kg $# 5-FEOME 1 I 5
i,

BREAMEER D 100 mg/kg REBTIAICADI.

B RO MREES X BEORE 1 FIERT 1000
mg/kg ¥ BB OMEHES 2 BliC. B2 CEBEOKIER
RS 1000 mg/kg R EBEOHE 1 filicH DT,
B/ NSRBI D ZE R L 23 R BB OIS 1
BT BT P SRR Y S FREE R O} 1000 me/kg 5
o 4p LS plicH bR,

R RESE MR REER U 1000 mg/kg REFOME
& 2HlicHR b,
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7.11  #@E# (Table 11. Appendix 553~556)
HRMEREOHWIIAZONT, EHEFYEECIRBRE L ERRDERSHELD
Bt EEZEEIRDbhRhotz,

7.12 XERR (Table 12. Appendix 557~560)

REFEER S BETILAMEABRDLYE TREBBEMA LT, 2B, RETH-HARE
PEIX 1000 mg/kg B EEHD 1 OB THhHol, LeBoT, KREETRELLAK,
RRE, BREERUZRBICEINBRLEERDERSH L OMICEFEZIIRDLN
Bhoi,

713 SBRBEEEUSBR-RIKE (Table 13, Appendix 561~564)

SYOREE T, R 21.5~23.0 BIZAFIPEFITHH L. HER, MIEHM. &
B, BB, FRE, BERE, HERBROCHERICIIEFEZIRD bR P
7o ] ‘

HERETE. WThoBHMmCbREEY. REDRUBITEBICEARISADNR
RoTn, :

714 HERODERE (Table 14. Appendix 565~568)
HIAERMEEIZIBW T 1000 mg/kg B 5B OMRI FEREMER L iz, I
BELEREFELOMIZAEZERRDONT, ARBERIALNRDI o7,

7.15 HWERDEFE (Table 15. Appendix 569~572)
BB P OFET L 300 mg/kg HEBET 3 IRV 1000 mgrkg HEFHE TS flA DI
OHTHY, £% 4 BEFRITIIHBRLEREH LOBCEEEIR DO D

ey i

7.6 HEBOEE (Table 16, Appendix 573~576)

HAERE 4R 4 B OMHEEEIZBV T 1000 mg/kg R EREOHEREC, 4% 4 B O
HEAREIZBVT 300 mg/kg WEBOMBEICHERBERSA DN, MIZITBHLE
BEHEOBIZAERZEIRDON b ol,

717 HEROL®R 4 BEERBTR (Table 17, Appendix 577~580)

ESBRIED 1000 mg/kg B SBEDHE 8 F L i 4 P AH iz, ICHROTEREE
XFEBEEOME 1 4, 100 mg/kg B EBEDHE | HIK TR 1000 mg/kg HEREDOME 1 iz,
FREE~/ =7 3% 1000 mg/kg | EFOH | FlitHLRER, Wi 1 HlOABDOERT
REWRMICHAE L OBFER RN,
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8. FRW

2,3,4,4°-Tetrahydroxybenzophenone @ 0 (x}HEEE) . 100, 300, KU 1000 mgkeg % .
Sprague-Dawley & SPF 7 v h OBEIZIIAEIRT 14 A R OB HIR 218 L CHRETB

(42 B E) FC. HEIZIIRERT 14 B MR OREHRE R ZE L T
H4BET (4145 BERE) REL, REREFERCEBERESEEZRN L,
FIZ, 0 &TF 1000 mg/kg BHEFIT OV TIX 42 BERE L7-#. 14 BRIOEEME %
BT, EHELOTHEERE L,

1) REREEHE

1000 mg/kg B H5BEOME 1 FlH3FH, 0 RICHET Lz, BHO—RREBIZEEIIADN
Rpdofed, R TITMBR CERO/NEEREAR L, BBZENICABEEOER, B
MOEHERLH LN, AOMRERRITATCHIN, #RUERSOEE LEERT
DD R N L ROBEEREESNE, »

Ml —ARIREEOBE, HERE, BHRE, EREBRONECHEDEREIC
LEHEIRBD O,

—ERABTIL. 1000 mg/kg BEFH OB TR E 4 BLURICREZOTRERA bz,
L2 L, #ElR—REBOFEERVEFRERECREE XL DN 2RI LMD,
HREMEDOEL TR L HRUEORMBICE S B LHEINT,

FEROCEEE TIE, 1000 mgkg 5O R 5MYICEEROERE. REH
R IR ER I AR bRz, 300 mgkg BEHOM CIRREMMICBREREOK
ERH LN,

RBETIE. REAXRSREFROLHAICL DN, ZOREIREROBMITHE->T
Wi L7, FEHREOAHEZTITALALN:Z, THLOEMLIZOWTIX, KRILE
FICRMERAE R DR o/ 2 b, HEEBRE CEM. RERICRAERI R, ~F
CFY B OX D REBEMERBETIEDLALN TRV &b, RIOEK~DE
BORBIrESIELEREL N7, -, BBRUEEZ Ty FEERPIRENL
- WMRSEZERLEERNEERBE L2 A, BILREVER I, TORESERY
BREMBIDISCTHEE L, ZOEENSRELR CRFOE(LITERYE OFERIC
BB L=k L S h, BRWEOEM LRI AL TIZ ARV L HEF LA, £, 1000
mg/kg B EFEDOHE TIXEAREOENRA LR, RERCEOHER VICEENR
WEEREATHEZ D, AERZHLHHBAOCELLEE L DN,

MEFRETIL, 1000 mp/kg BEFHOBETRLKE, ~ES/ LB ~T 7)Y
v MER VRS ROEKLERBEDBENRA BN, BOBRBINE, £k, RET
IXFPERE R CEREORERA DN, FORBBFIIFRATH-7-. IbIT.
1000 mg/kg & S-FEOMERE Tl MRBEOBER A bR, KESEEL, BHRBELV
SEBETBIELEBHONRNT &, BERREEREISELTWHWARNZ 2D, 20
BEBFIITRATH- -,
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ME(LFRE T, REYFRETRREICBVT 300 mg/kg L LOREFHOHETE
BY COBERLLNER, ZOERIZFHATH- =,

FHERE T, REYBRTEREICBWV T, 300 mgkg S LR EFHOM T
BRERXBA L. ARML/NYL, BBENRERRA LN, 2B, BROERX
REZBIZY v BROBPD TH o, WREHZANROFETHPELRRNEERL
HTHR LN, BRPEREOHBLITRRVUDHEOR ML ANEE LicBbeEE
Zbhi, £, B THELRPROCEHBELE R CEED EMEBE AN
100mg/kg LA EDOREFHOMEHETRD bhi, SR COBMIEERIIRD CRERIE
~DEEER, BEREIZTNICHT 3 RBEELTH L TEEREZE 2 bhi, IF
JBTik. EEOHEID 1000 mg/kg WEFHOMBETH BN, HRDEREOEERED
Nize, Ef, INEDREFEROZR{EIEEE, 100 U 300 mgkg HEHOMEE
THLALY, BEHETHBLLI L &, ZORBRSE» SIEHER LIRS,
WETHBIa—VFANZIBEEEZEL N, Fo. FE{LIX 300 mgkg PL LD
REHTHEOHEMIES TR L, ETOELRDRDMNI b, FFERDZR
LW &AREEMIME & OBEMERE X bz, £, 1000 mg/kg B EBEOHETH
LNIZFFEROEE. L LB L OB TECEEEELbhE,

RRE., MERE, MELERERCREBEZERE CALNEZEIE, WTFhbkE
L VBB, BELEZ EPLVWTRbTHEOELEE LB,

2) ERESEEM

HEAH. RRETCRELEEE., RER, BEERUCERBICIIERDER SO
BIIWD O otz, T, BEH TR, 1000 mg/kg REFED 1 FIRHHEE (BH
0 B) TRTUAER, XEOHSBRRBICRERA DN ok, Biz, HES, R
B, B, FHRER. HRE, EERR, HERE., HESRUHLICHERDE
BREOKBITEOONT, BILMBFROBILRBIZLRESBD LRV L2 b,
1000 mg/kg REBIZR VT HEHBH O ERE, BEERRERUZRE, BB OTRME
. SBRUEETHR EOLEFERE~ORERBIIRVNEEL LN,

HAR Tk, 1000 mg/kg B SFHOMERE CHAR R AR 4 B OMEREEEIZ, 300
mg/kg WEBOMMBETER 4 B OMEEEICENENEER A DN, HERDOHRK
BERVAER 4 BARFTRARVEFRIZRUERDERSICE2ECERD D aho
7o '

INHDERMS, 2,3,4,4-Tetrahydroxybenzophenone O R 5 &k iz x4 5 EH
BRI, EBICT 55 L Kl O EARREEIE R CHEIE D OB A A 100mg/kg
U EOBREFROMETRD bz ol L HIZ 100 mg/kg/day K, EFEREEE
kﬁbTﬁMﬁﬁ%%kﬁ?éﬂ%ﬁimumm@hww\E@%Lﬁ?éﬁiﬁﬁ
11 100 mg/kg/day & HIF L=,
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally .
with 2,3,4,4' -Tetrahydroxybenzophenone
Clinical signs in male rats (Main group)
-Day of administration
Dose Signs
ng/kE 1-7  8-14  15-21 22-28 29-35 36-42
o No. of aninmals 12 12 12 12 iz 12
. No. of animals with abnormal findings Q [ 0 ] 0 0
100 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 1] 0 0 0 1]
300 No. of animals . 12 12 12 12 12 12
No. of animals with abnormal findings Q 0 ] [¢] 0 Q
1000 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 4] [} [}] 3 2 4
Salivation [ 0 0 3 2 4
N ™~
R-944
Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'~-Tetrahydroxybenzophenone
Clinical signs in female rats during the pre-mating period (Main group)
Administration
Dose Signs
mg/kg 1 2 3 4 5 6 T 8 9 i 11 12 13 14 15a)
0 No. of animals 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 o] [} o] 0 1] 0 Q0 1] 0 0 0 ] 1] @
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ] [4] (4] 0 Q [} 0 0 4] 0 4] 0 0 0 [}
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 iz 12 12 12
No. of animals with abnormal findings [+ V] )] 0 1] [ 0 [} 4] 0 1] 0 [1] 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 1z i2 12 12 12 12
No. of animals with abnormal findings 0 [¢] ] 4] 0 [} 0 1] 4] [} 0 ¢ 0 0 0

a): Day of administration
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Clinical signs in dams during the gestation period -(Main group)
Administration
Pose Signs .
ng/ke 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 18 17 18 19 20 21 22 23a)
Q No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 O
No. of dams with ebnormal findings 0 0 ¢ 0 o0 0 0 o0 & 0 6 ¢ ¢ 0 0 0 0o 0 0 0 0 O
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 16 O
No. of dams with abporma} findings ¢ ©¢ o0 o0 ¢ 0 0 o0 @ 0 ©0 0 © 0 O 0 O 0 0 O 0 O
300 No. of dams 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 12 12 12 )2 12 12 12 ¢ O
Ro. of dams with abnormal findings ¢ 0 0 ¢ ¢ ¢ 0 ¢ o0 0 ¢ 0 6 0 ¢ 0 ¢ G QC Q@ 0 ©
1000 No. of dams 11 11 11 1f 1@ 11 11 11 11 11 11 11 311 11 13 11 i1 11 11 11 11 10 & o0
No. of dams with abnormal findings © 0 © ¢ o0 o0 0 ©¢ ¢ © 0 0 0 80 O0 ¢ O O 0 O0 0 ¢ O
a): Day of gestation
N -~
R-944
Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Clinical signs in dams during the lactation perilod (Mailn group)
Administration
Dose Signs
mg/kg 0 1 2 3 4a)
0 No. of dams 12 12 12 1z i2
No. of dams with abnormal findings 0 0 ] 0 [
100 No. of dams 3 12 12 12 12 12
No. of dams with abnormal findings 0 0 [} a [}
300 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 Q Q a [+]
1000 No. of dams 11 10 10 10 10
No. of dams with abnormal findings 1 0 0 0 0
Dead 1 0 0 Q 0

a): Day of lactation
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Clinical signs in male rats (Recovery group. administration period)
Day of administration
Dose Signs
ng/kg . 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 S5 5 5 S 5
No. of animals with abnormal findings [} 1] 0 0 4] 0
1000 No. of animals 5 9 5 5 5 5
No. of animals with abnormal findings 3 Q 0 3 1 2
Salivation Q ¢ ] 3 1 2
~~ Y
R-944
Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated oraily
with 2,3,4,4'-Tetrahydroxybenzophenone
Clinical signs in female rats (Recovery group, administration period)
Day of administration
Dose Signs
ng/kg 1-7 8-14 15-21 22-28 29-35 36-42

0 No. of animals
No. of animals with abnormal findings

1000 No. of animals .
No. of animals with abnormal findings

ow ow
o» owm
oun ow
oo oo
oo ow
ocw owm
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.4,4"~Tetrahydroxybenzophenone .
Clinical signs in male rats {Recovery group, recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 S 6 7 8 8 10 11 12 13 14
0 No. of animals 5 5 5 § 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 L] 4] 0 o 0 0 o 0 0 ] 3] ] [+]
1000 No. of animals 5 5 5 1 8 g 5 3 5 5 S 5 5 5
No. of animals with abnormal findings 0 Q 0 0 [ 0 0 o] 0 [ 0 0 13 0
N N
R-244
Table 1-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3.4.4°'-Tetrahydroxybenzophenone

Clinical signs in female rats (Recovery group, recovery perlod)

Dose Signs

Day of recovery

ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Q No. of animals 5 ] 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 L] o [} 0 0 0 0 [¢] 0 0 (i}

1000 No. of animals 5 5 S 5 5 5 5 S 5 5 5 S 3 5
No. of animals with abnormal findings 0 0 0 ] Q 4 [ 0 0 0 0 0 0 0
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Table 2-~1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.4,4'-Tetrahydroxybenzophenone .

Detailed clinica;hslgns in male rats: home cage observations (Main group, Week 1 of administration)

Dose {mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12

R-944
Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.3,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs In male rats: home cage observations (Main group, Week 2 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 L2 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.3.4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in male rats: home cage observations (Main group. Week 3 of administration}
Dose (mg/kg) 4] 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal bebavior
Nane 12 12 12 12
-~ Pant
R-944
Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.4.4'-Tetrahydroxybenzophenone
Detalled clinical signs in male rats: home cage observations (Maln group, Week 4 of administration)
Dose (mg/kg) o] 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior

Noue

12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4.4'-Tetrahydroxybenzophenone
Detailed clinical signs in male rats: home cage observations (Main group, Week 5 of administration}
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion .
None 12 12 12 12
Abnormal behavior .
None 12 12 12 12
~~ .
R-944
Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'~Tetrahygroxybenzophenone
Detailed clinical signs in male rats: home cage observations (Main group., Week 6 of adwinistration)
Dose (mg/kg) [} 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 - 12 12
Convulsion )
None 12 12 12 12

Abnormal behavior

None

12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: home cage observations (Main group, Week L of adwinistration)
- Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
~
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.3,4.4'-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: home cage observations (Main group, Week 2 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter  No. of animals 12 12 12 12
Posture
Norwal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None iz 12 12 12
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Table 2-9 A coumbined repeated-dose/reproductive-developmental toxicity study In rats treated orally
with 2,3,4,4"-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: home cage observations (Main group, Day 1 of gestation)
Dose (mg/ke) 0 100 " 300 1000
Parameter No. of animals i2 12 12 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 1
Abnormal behavior
None 12 12 12 11
N —
R-944
Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3.4,4'-Tetrahydroxybenzophenone

Detailed clinical signs {n female rats: home cage observations (Main group, Day 7 of gestation)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 11

Abnormal behavior
None iz 12 12 11
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Table 2-11 A combined repeated-dose/reproductive-developmental toxleity study in rats treated orally
with 2,3,4.4'-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: home cage observations (Main group. Day 14 of gestation)
Dose (mg/ke) 0 100 300 1000 R
Parameter No. of animals i2 12 12 i1
Posture
Normal 12 12 12 11
Convulsion
None 12 i2 12 1l
Abnormal behavior
None 12 12 12 11
Ky
R-944
Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.4.4"-Tetrahydroxybenzophenone :
Detailed clinical signs in Female rats: home cage observations (Main group, Day 20 of gestation)
Dose (mg/kg) . 0 100 300 1000
Parameter No. of animals 12 12 12 11
Posture
Normal 12 12 12 11
Convulsion ’
None 12 12 12 11
Abnormal behavior
N 12 12 12 11

-136-



=, Py

R-944
Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study -in rats treated orally
with 2.3,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: home cage observations (Main group. Day 4 of lactation)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 10
Posture
Normal 12 12 12 io
Convulsion
None 12 12 12 10
Abnormal behavior
Noune 12 12 12 10
—~ —~
R-944
Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.8,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in male rats: home cage observations (Recovery group, Week i of administration)
Dose (mg/kg) o] 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 8 5

Abnormal behavior

None
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