-~ . ~~
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Table 2-15 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 (Recovery group, Week 2 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion .
None 5 5
Abnormal behavior
None 5 5’
-~ Ve
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Table 2-16 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 (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 © 1000
Parameter No. of animals 5 S
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None s 5
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Table 2-17 A combined repeated~dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophencne

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 4 of administration)

R-944

Dose {(mg/kg) Q 1000

Parameter No. of animals 3 5
Posture

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

Nome S 5

R-944
Table 2-18 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 {(Recovery group, Week 5 of administration)
Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Pasture

Normal 5 5
Convulsion

None 5 s
Abnormal behavior

None S 3
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated ovally
with 2,3,.4,4'~Tetrahydroxybenzophenone
Detailed clinical signs in male rats: home cage observations (Recovery group, Week 6 of administration)
Dose (mg/kg) o 1000
Parameter No. of animals 5 5
Posture
Normal 5 S
Convulsion
None 5 S
Abnormal behavior
None S S
~ PN
R-944
Table 2-20 A combined repeated-dose/reproguctive-developmental toxiclty study in rats treated orally

with 2.3.4,4’-Tetrahydroxybenzophenone

Detaliled clinical signs in male rats: home cage observations {Recovery group. Week 1 of recovery)

Dose (mg/kg) 1] 1000
Parameter No., of animals 5 5
Posture
Normal ’ 5 5
Convulsion
None E] S

Abnormal behavior
None S 5
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in male rats: howe cage observations (Recovery group, Week 2 of recavery)
Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normai 5 S
Convulsion
None 5 5
Abnormal behavior
None S 5
~~ ~~
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3.4,4'~Tetrahydroxybenzophenone

Detailed clinical signs in female ratrs: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5 "

Abnormal behavior
Nomne- 5 5
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Table 2-23 A combined repeated-dose/reﬁroductive-deve]opmental toxicity study ip rats treated orally
with 2,3,4,4"-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of administration}
Dose (mg/kg) 0 1000
Parameter No. of animals 3 §
Posture
Normal 5 5
Convulsion
None S 5
Abnormal behavior
None ) 5
e N
<
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Table 2-24 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 (Recovery group, Week 3 of administration)
Dose (mgskg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None ] 5

Abnormal behavior

None

., -142-



R-944

Table 2-25 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 (Recovery group. Week 4 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 13 5
Convulsion

None 5 5
Abnormal behavior

None S B 5

~~ N
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Table 2-26 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 (Recovery group, Week S5 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal S S
Convulsion
None 5 5

Abnormal behavior
None S S
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study im rats treated orally
with 2,3,4.4 -Terrahydroxybenzophenone .
Detailed clinical signs in female rats: home cage observations {(Recovery group. Week 6 of administration)
Dose (mg/keg) 0 1000
Parameter No. of animals S 5
Posture
Normal 5 5
Convulsion
None 5 5
Abnormal behavior
None S E)
~ R —~
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Table 2-28 A combined repeated-dose/reproductive~developmental toxicity study inm rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Detalled clinical signs in female rats: home cage observationsv(Recovery group, Week 1 of recovery)
) Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 S

Abnormal behavior

None
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Table 2-29 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 cbservations {Recovery group., Week 2 of recovery)
Dose (mg/kg) 0 1000
Parameter No. of animals 5 s
Posture
Normal 5 5
Convulsion
None 5 5
Abnormal behavior
None 5 5
R-944
Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study im rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg) [ 100 300 1000

Parameter No. of animals 12 12 12 12
Ease of removal from c.age

aSy 1z 12 11 11

Some resistance/avoidance ] 0 1 1
Fur condition

Normal 12 12 12 12

in

Normal 12 12 12 12
Secretlons-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Sallvation

None 12 i2 12 12
Abnormal respiration

Absent N 12 12 12 12
Vocalization

None . 11 9 9 10

Soft 1 2 3 1

Moderate 0 1 0 1
Reactivity to handlin

Easy. Y § 10 11 12 10

Slightly awkward 2 1 0 2




R-944
Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Detailed clifical signs in male rats: in-the-hand observations (Main group. Week 2 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12

kin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 1z
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 . 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 9 11 9

Soft 1] 3 1 3
Reactivity to handlin

Easy Y & 12 12 12 12

~~ ~~
‘'R-944

Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2.3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in male rats: in-the-hand observations (Main group., Week 3 of administration)

Dose (mg/kg) ¢} 100 300 1000

Parameter No. of animals 12 12 12 12
Ease of removal from cage

asy 12 1 11 12

Some resistance/avoidance "] 1 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~Eye, Nose

Absent 12 12 iz 12
Exophthalmos

Absent 12 iz 12 12

Palpebral closure
Normal 12 12 12 12

Mucosal membranes
Normal

12 12 12 12
Lacrimation
Normal 12 12 12 12
Piloerection
Absent 12 12 pY4 12
Pupil size
Normal 12 12 12 12
Salivation
+ None 12 12 12 12
aAbnormal respiration
Absent 12 12 12 12 .
Vocalization
None 10 G 10 10
Soft 2 [} 2 2
Reactivity to handling
Easy 12 12 11 12
Slightly awkward .0 [} 1 0
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4.4'~Tetrahydroxybenzophenone
Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 4 of administration)
Dose (mg/kg) o 100 300 1000
Parameter No. of animals 12 12 12 12
Ease of removal from cage .
12 8 . 13 12
Some resistance/avoidance 0 4 1 4]
Fur condition
Normal i2 12 12 12 g
Skin
Normal 12 12 12 12
Secretions-Eye, Nose
Absent 12 12 2 12
Exoghthalmos
Absent 12 12 12 12
Palpebral closure
Normal 12 12 12 12
Mucosal membranes
Normal 12 12 12 12
Lacrimation .
Normal 12 12 12 12
Pilgerection
Absent 12 12 12 12
Pupil size
Normal 12 12 12 12
Salivation -«
None 12 12 12 12
Abnormal respiration
Absent 12 12 12 12
Vocalization
None 10 8 T 10
Soft 2 4 4 1
Moderate 0 2 L 1
Reactivity to handling
Easy. 11 10 10 11
Siightly awkward 1 2 2
—~ o~
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 5 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy . 12 11 11 12

Some resistance/avoidance [ 1 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 i2 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 9 - 10 11

Soft 3 3 2 1
Reactivity to handling

Easy 12 12 12 o 12

: -147-



R-944
Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,.4'-Tetrahydroxybenzophenone
Detailed clinical signs in male rats: in~the-hand observations (Main group. Week 6 of administration)
Dose (mg/kg) [ . 100 300 1000

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 11 12 12

Some resistance/avoidance 0 1 [ 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 1z 12 12 12
Exophthalmos

Absent i2 12 12 12
Palpebral closure

Normal .12 1z 12 12
Mucosal membranes

Normal 12 12 12 iz
Lacrimation !

Normal 12 12 12 12
Pilgerection .

Absent 12 12 12 12
Pupil size

Norwal 12 12 12 12
Salivation

None 12 12z 12 12
Abnormal respiration

Absent iz 12 12 12
Vocalization

None 10 8 10 11

Soft 2 3 2 1

Moderate o 2 0 0
Reactivity to handlin

Easy Y ¥ 12 12 12 12

. -
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2.3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 1 of administration}

Dose (mg/kg) _ 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Sy - 12 11 12 12

Some resistance/avoidance [ 1 0 0
Fur condition |

Normal 12 12 12 12
Skin

Normal 12 1z 12 12
Secretions-Eye. Nose

Absent 1z 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 1z 12 12z 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12 - .
Piloerection

Absent 1z 12 12 12 ’
Pupil size

Normal 12 12 1z 12
Salivation

None 12 12 12 12
Abnormal respiration

bsent 12 12 12 12
Vocalization

None 10 11 10 9

Soft 2 1 2 3
Reactivity to handling

Easy 10 10 10 11

8lightly awkward . 2 2 2 1
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Table 2-37 A combined repeated-dose/reproductive-developwental toxicity study im rats treated orally -
with 2,3,4,4"-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: in-the~hand observations (Main group. Week 2 of administration)
Dose (mg/ke) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Ea; 12 11 12 12

Some resistance/avoidance 5] 1 4] 1]
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

bsent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation .

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil 'size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 12 . 11

Soft 0 1 0 1
Reactivity to handling

asy. 12 11 1z 12

Slightly awkward 0 1 1] 2]

N ~~
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3.4,4 -Tetrahydroxybenzophenone

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 1 of gestation)

Dose (mg/kg) 1] 100 300 1000
Parameter No. of animals 12 12 12 11
Ease of removal from cage
y iz i1 12 9
Some resistance/avoidance 0 1 0 2
Fur condition
Normal 12 X 12 12 11
Skin
Normal 12 12 12 11
Secretions-Eye, Nose
Absent 12 12 i2 11
Exoghthalmos
Absent 12 12 12 11
Palpebral closure
Normal 12 12 12 11
Mucosal membranes
Normal 12 12 12 11
Lacrimation
Normal 12 12 12 11
Piloerection
Absent 12 12 12 11
Pupil size
Normal 12 12 12 11
Salivation
None 12 12 12 11
Abnormal respiration
Absent 12 12 12 11
Vocalization
None 1L 11 12 10
Soft 1 1 [} 1
Reactivity to handling
Easy 190 11 12 9
Slightly awkward 2 1 0 2
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.3,4,4"-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of gestation)
Dose (mg/kg} 0 100 300 1000
Paraneter No. of animals 12 12 12 1
Ease of removal from cage
12 12 12 11
Fur condition
Normal 12 12 12 11
Skin
Normal 12 12 12 1r
Secretions-Eye, Nose
Absent 12 12 12 11
Exophthalmos
Absent 12 iz 12 11
Palpebral closure
Normal 12 1z 12 11
Mucosal membranes
Normal 12 12 12 11
Lacrimation
Normal 12 12 12 11
Piloerection
Absent 12 12 12 i1
Pupil size .
Normal 12 12 12 11
Salivation
None 12 12 12 11
Abnormal respiration N
Absent 12 12 12 11
Vocalization
None 12 11 11 11
Soft ¢ 1 1 [
Reactivity to handling
asy 11 12 12 11
Slightly awkward 1 0 0 [
—~ N
R-944
-
Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2.3.4.4'-Tetrahydroxybenzaphenone

Detalled clinical signs in female rats: in-the-hand observations (Main group, Day 14 of gestation}

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 11
Ease of removal from cage

Easy 12 12 12 11
Fur condition

Normal 12 12 12 11
Skin

Normal 12 12 1z 11
Secretions-Eye, Nose

Absent 12 12 12 11
Exophthalmos .

Absent 12 12 12 i1
Palpebral closure

Normal 12 12 . 12 11
Mucosal membranes '

Normal 12 12 12 11
Lacrimation ’

Normal . 12 12 12 1
Piloerection

Absent 12 12 12 11
Pupil size

Normal 12 12 12 11
Salivation

None 12 12 12 i1
Abnormal respiration

Absent 12 12 12 i1
Vocalization

None 12 10 11 i1

Soft 0 2 1 0 -
Reactivity to handling ’

Easy 12 11 12 11

Slightly awkward 0 1 3 Q
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4"-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: in-the-hand observations (Main group. Day 20 of gestation)
Dose {wg/kg) o 100 300 1000
Parameter No. of animals 12 i2 12 11
Ease of removal from cage
=24 12 10 12 11
Some resistance/avoidance 0 2 [4] 0
Fur condition
Normal 12 12 12 11
Skin
Normal 12 12 12 11
Secretions-Eye. Nose
Absent 12 12 12 1l
Exoghthalmos
Absent 12 12 1z 11
PalpeDral closure
Normal 12 12 12 12
Mucosal membranes
Normal 12 12 12 11
Lacrimation
Normal 12 12 12 11
Piloerection
Absent 12 12 12 11
Pupil size
Normal 12 12 12 11
Salivation
None 12 12 12 11
Abnormal respliration
Absent 12 12 12 11
Vocallzation
None 12 11 12 11
Moderate . [ 1 ] 0
Reactivity to handlin
Easy € 12 10 12 10
Slightly awkward 0 2 0 1
~ ~~
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in female rats: in-the-hand observations (Main group., Day 4 of lactation)

Dose (mg/kg) ¢ 100 300 1000
Parameter No. of animals 12 12 12 10

Ease of removal from cage

asy 11 12 11 9

Some resistance/avoidance 1 0 1 1
Fur condition

Normal 12 12 12 10
Skin

Normal 12 12 12 10
Secretions-Eye, Nose

Absent 12 12 i2 10
Exophthalmos

Agsent 12 12 12 10
Palpebral closure

Ngrmal 12 12 12 10
Mucosal membranes

Normal 12 12 12 10
Lacrimation

Norwal 12 12 12 10
Pilgerection .

Absent 12 12 12 10
Pupil size

Ielo rmal 12 12 12 10
Salivation

None 12 12 12 10
Abnormal respiration

Rg;ent P 12 12 12 10

N

Vocalization

None . 12 11 12 19

Soft [ 1 (4] o
Reactivity to handlin )

Easy Y € 12 11 11 9

Slightly awkward [+] 1 1 1
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.4.4'-Tetrahydroxybenzophenone
Detailed clinical signs in male rats: in-the-hand observations {(Recovery group, Week 1 of administration)
Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
.Ease of removal from cage

Easy 5 S
Fur condition

Normal 3 5

kin

Normal 5 5
Secretions-Eye, Nose

bsent 5 5

Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal s s
Piloerection

Absent 5 S
Pupil size

Normal S 5
Salivation

None ] 5
Abnormal respiration

Absent 5 8
Vocallization

Noge 2 5

Soft 3 [
Reactivity to handling

8 4 S
Slightly awkward 1 0
~~ —~~
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,.4.4 '—Tetrnhydraxybenz_ophenone

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg} 0 1000
Parameter No. of animals 5 5

Ease of removal from cage
Easy

S 5

Fur condition

ormal 5 5
Skin

Normal S 8
Secretions-Eye, Nose

Absent 5 S
Exoghthalmos

Absent 5 S
Palpebral closure

Normal 5 5
Mucosal membranes

Normal S . 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 3
Pupll size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent S 5
Vocalization

None . 4’ S

Soft 1 0
Reactivity to handling

Easy 5 5
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.3,4,4 ' -Tetrahydroxybenzophenone

Detailed clinical signs in wale rats: in-the-hand observations {(Recovery group. Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5( 5

Ease of removal from cage

4 3
Some resistance/avoidance 1 o
Fur condition
Normal 5 3
kin
Normal S 5
Secretions-Eye, Nose
Absent 5 5 .
Exophthalmos
Absent . 5 5
Palpebral closure
Normal 5 5
Mucosal membranes
Normal 5 5
Lacrimation
Normal 5 5
Piloerection
Absent S 5
Pupil size
Normal s S
Salivation
None 5 5
Abnormal respiration
Absent & 5
Vocalization
None 3 4
Soft 1 1
Moderate 1 0
Reactivity to handling
Easy 5 s
N .
R-944
Table 2-46 A combined repeated-dose/reproductive-developmental toxlelity study in rats treated orally

with 2,3.4,4'-Tetrahydroxybenzophencne

Petailed clinicel signs in male rats: in-the-band observations (Recovery group, Week 4 of administration)

Dose {(mg/kg) 0 1000
Parameter No. of animals 5 S

Ease af removal from cage
Easy

5 5
Fur condition
Normal 5 5
kin
Normal 5 5
Secretions-Eye, Nose
Absent 5 L
Exophthalmos
' Absent S 5
Palpebral closure
Normal 5 5
Mucosal membranes
Normal 5 5
Lacrimation
Normal S 5
Piloerection
Absent 1] s
Pupil size
Normal ] 5
Salivation
None & 5
Abnormal respiration
Absent 5 5
Vocalization
None 4 4
soft 1 1
Reactivity to handling
Easy $ 13
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Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats treated ovally
with 2,3,4.4'-Tetrahydroxybenzophenone

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals S 5

Ease of removal from cage
Easy

5 5
Fur condition
Normal s 5
Skin
Normal 5 5
Secretions-Eye, Nose
Absent s 5
Exophthalmos
Absent S 5
Palpebral closure
Normal 5 5
Mucosal membranes
Normal S 5
Lacrimation
Normal S S
Piloerection
Absent 5 5
Pupil size
Normal 5 5
Salivation
None 5 . 5
Abnormal respiration
Absent 5 5
Vocalizatlon
None 5 5
Reactivity to handling
Easy 5 3
~ .
-y
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Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in male rats: ip-the-hand observations {Recovery group, Week 6 of administration)

Dose (mg/ke) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

4 5
Some resistance/avoidance 1 1]
Fur condition
Normal 5 5
Skin
Normal 5 5
Secretions-Eye, Nose
Absent 5 S
Exophthalmos
Absent 5 &
Palpebral closure
Normal s 5
Mucosal membranes
Normal 5 s ,
Lacr imation
Normal s 5
_ Piloerection
Absent 5 5
Pupil size
Normal s ]
Salivation
None : 5 H
Abnormal respiration
Absent 5 5
Vocalization
one 2 4
Soft 3 1
Reactivity to handling
Easy 5 5
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Table 2~49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4"-Tetrahydroxybenzophenone
Detailed clinical signs in wmale rats: in-the-hand observations (Recovery group, Week I of recovery)
Dose {ug/kg) 0 1000

Parameter No. of animals 5 5
Ease of removal from cage

asy 3 5

Some resistance/avoidance 2 1]
Fur condition

Normal 5 S
Kin

Normal 5 s
Secretions-Eye, Nose

Absent 5 5
Exoghthalmos

Absent 5 5
Palpebral closure

Normal S5 5
Mucosal membranes

Normal 5 S
Lacrimation

Normal 5 5
Piloerection

Absent S 5
Pupil size

Normal 5 5
Salivation

None S 5
Abnormal respiration

Absent 5 5
Vocalization

Nome 3 4

Soft [ 1

Moderate 2 .
Reactivity to handling

Easy 5 5

N ~
. R-944

Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4’-TetrahydroxXybenzophenone

Detailed clinical signs in male rats: In~the-hand observations (Recovery group, Week 2 of recovery)

vose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ea‘sze of vemoval from cage

a 3 5 .

Some resistance/avoidance 2 0
Fur condition

Normal S 5 .
Skin

Normal S 5
Secretions-Eye, Nose

Absent S S
Exoghthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

ormal S 5
Lacrimation

Normal 5 S
Piloerection

Absent 5 5
Pupil size

Normal El 5
Salivation

None S 5
Abnormal respiration

bsent 5 S
Vocalization

None 8 3

Soft 1 2

Moderate 1 0
Reactlivity to handling

Easy 5 4

Slightly awkward 0 1
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Table 2-51 . A combined repeated-dose/reproductive-developmeutal toxicity study in rats treated orally
with 2.3,4.4'~Tetrahydroxybenzophenone

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage
Easy

5 5
Fur condition
Normal 8 S
kin
Normal S S
Secretions-Eye, Nose
Absent 5 5
Exophthalmos
Absent 5 5
Palpebral closure
Normal 5 S
Mucosal membranes
Normal 5 S
Lacrimation
Normal S S
Piloerection
Absent S 5
Pupll size
Normal 5 5
Salivation
None 5 5
Abnormal respiration
Absent 5 5
Vocalization
None 5 5
Reactivity to handling
asy s 4 .
Slightly awkward 0 1 e
-~ N
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Table 2-52 A combined repeated-dose/reproductive-developmental toxleity study Im rats treated orally

with 2,3.4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose {(wg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage
Easy

- H
Fur condition
Normal 5 5]
Skin
Normal 5 5
Secretions-Eye, Nose
Absent S 5
Exophthalmos
Absent 5 5
Palpebral closure
Normal . 8 5
Mucosal membranes
Normal 5 S
Lacrimation
Normal 5 S
Piloerection
bsent 5 S
Pupil size
Normal 5 [
Salivation
None 5 5
Abnormal respirationp
Absent 5 1
Vocalization
None 5 5 .
Reactivity to handling
Easy 5 5
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Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4.4'-Tetrahydroxybenzophenone

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage
Easy

5 s

Fur condition

Normal S 5

kin

Normal 5 s
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 S
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 S
Lacrimation

Normal 5 5
Piloerection

Absent S 5
Pupil size

Normal 5 5
Salivation

None S S
Abnormal respiration

Absent 5 5

\

Vocalization

None 5 5
Reactivity to handling

Easy 5 8

™~ ~
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Table 2-54 (A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4" ~-Tetrahydroxybenzophenone .

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 4 of adminlstration)

Dose (mg/kg) 0 1000
Parameter No. of animals S 5

Ease of removal from cage
Easy

5 5
Fur condition
Normal 5 5
Skin
Normal S 5
Secretions-Eye, Nose
Absent s 8
Exophthaimos
Absent 5 5
Palpebral closure
Normal S 5
Mucosal membranes
Normal 5 s
Lacrimation
Normal 5 5
Piloerection
Absent 5 5
Pupil size :
Normal 5 S
Salivation
None 5 5
Abnormal respiration
bsent 5 ]
vocalization
None s 5
Reactivity to handling
Easy 5 S
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Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.8,4,4'-Tetrahydvoxybenzophenoune

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/ke) 0 1000
Parameter No. of animals 5 s

Ease of removal from cage
Easy

5 S
Fur conditien
Normal 5 ‘5
Skin
Normal ] 5
Secretions-Eye, Nose
« Absent s 8
Exgphthalmos
Absent S 5
Palpebral closure
Normal 5 $
Mucosal membranes
Normal 5 S
Lacrimation
Normal 5 5
Piloerection
Absent 5 5
Pupll size
Normal 5 5
Salivation
None 5 g
Abnormal respiration
Absent 5 g
Vocalization
None 5 5
Reactivity to handling
Easy 5 5
~ =
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Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2.3,4,4" -Tetrahydroxybenzophenone

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage
Easy

5 5
Fur condition
Normal S S
Skin
Normal 5 B
Secretions-Eye, Nose
Absent 5 5
Exophthalmos
Absent 5 5
Palpebral closure
Normal 5 5
Mucosal membranes
Normal s 5
Lacrimation
Normal 5 3
Piloerection
Absent 5 5
Pupil size
Normal 5 3,
Salivation
None 5 3
Abnormal respiration
bsent 5 5
Vocalization
None S 5
Reactivity to handling
Easy 5 5
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Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.3.4,4°-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of recovery)
Dose (mg/kg) 1000

Parameter No. of animals S
Ease of removal from cage

Easy 5
Fur condition

Normal 5
Skin

Normal 5
Secretions-Eye, Nose

Absent s
Exophthalmos

Absent 5
Balpebral closure

Normal 5
Mucosal membranes

Normal 5
Lacrimation

Normal 5
Piloerection

bsent 5

Pupil size

Normal 5
Salivation

None 5
Abnormal respiration

Absent 5
Vocallization

None 5
Reactivity to handling

Easy 5

N
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Table 2-58

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in female rats: in-the-hand observations (Recovery group. Week 2 of recovery)

bose (mg/kg)
Parameter No. of animals

1000

5

Eage of removal from cage
Easy

Fur condition
Normal

Skin
Normal

Secretions-Eye, Nose
Absent

Exophthalwmes
Absent

Palpebral closure
Normal

Mucosal membranes
Normal

Lacrimation
Normal
Pilperection
sent
Pupil size
Norma.

Salivation
None

Abnormal respiration
Absent

Vocalization
None

Reactivity to handling
Easy
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Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4' -Tetrahydroxybenzophenone
Detailed clinical signs in male rats: open field observation (Main group, Week 1 of administration)
Dose {mg/kg) 0 100 300 1000
Parameter No. of animels 12 i2 12 12
*

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 1z 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 1 2 1

Normal 12 11 20 11
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Means+S.D.) 3+ 2 3+ 2 3+ 2 3+ 2
Defecation count {MeansS.D.) ‘ P 0+ 0 0+ © 1+ 2
Urination

None 12 9 11 10

Small amount 0 3 1 2
No significant difference in any treated groups from control group.

Vel Lo
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Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in wmale rats: open field observation (Main group, Week 2 of administration}

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 iz
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

HRone 12 12 12 12
Stereotypy

None i2 12 12 12
Gait ’

No/minimal location 4] ] 1 Q

Normal 12 12 L1 12
Posture

Normal 12 12 12 12 .
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 3+ 2 3+ 2 3+ 2 42 2
Defecation count (MeansS.D.) dx 0 0+ 1 0+ L 0s 1
Urination

None 12 10 12 11

Small gmount 0 2 0 1

No significant difference in any treated groups from control group.
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Table 2-g1 A combined repeated~dose/reproductive-developmental toxicity study in rats treated orally
with 2.3.4,4’~Tetrahydroxybenzophenone
Detailed clinical signs in male rats: open field observation (Main group, Week 3 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 iz 12
Arousal

Normal i2 12 12 12
Convulsion

Nomne 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Galt

No/minimal location 0 2 2 0

Normal 12 10 10 12
Posture

Normal 12 ~12 12 12
Grooming

None 12 12 12 12
Rearing (MeansS.D.) 3+ 2 3+ 3 3+ 2 3+ 2
Defecation count (Mean+5.D.) 0+ 0 0+ 1 0+ 0 [ ]
Urination

None 10 7 11 11

Small amount 2 3 1 1

Moderate amount [} 2 0 0
No significant difference in any treated groups from control group.

o~ RN
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Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2.3,4.4'-Tetrahydroxybenzophenone
Detailed clinical signs in male rats: open field observation (Main group, Week 4 of administratlon)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 1z 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 1z
Stereotypy

None 12 12 12 iz
Gait

No/minimal location o] 1 [ 0

Normal 12 11 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (MeantS.D.) 5+ 2 4+ 2 4+ 2 4+ 1
Defecation count (Meap+S.D.) 0+ 0 0+ 1 0+ 0 0~ 0
Urination

Nene 10 7 11 11

Small amount 2 4 1 1

Moderate amount 0 1 0 Y]

No significant difference in any treated groups from

control group,
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Table 2-63 A comblined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,8,4,4"~Tetrahydroxybenzophenone
Detailed clinical signs in male rats: open field observation (Main group, Week 5 of administration)
Dose {mg/keg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Arousal
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
Stereotypy
None 12 1z 12 12
Gait
No/minimal location [ 1 0 [
Normal 12 11 12 12
Posture B
Normal 12 12 12 12
Grooming
None 12 12 12 12 -
Rearing (Mean+S.D.) 4+ 2 4+ 2 5+ 2 41 1
Defecation count (MeenzS.D.) [ 0+ 0 0o+ O [ )
Urination
None 11 7 11 . 12
Small amount 1 5 1 [
No significant difference in any treated groups from control group.
— —
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Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,.4'-Tetrahydroxybenzophenone

Detailed clinical signs in male rats: open field observation (Main group, Week 6 of administration)

Dose (mg/kg) [ 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Galt

No/minimal location 0 ] 0 1

Normal 12 12 12 11
Posture

Normal 12 12 i2 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.)" 52 2 4+ 2 5+ 2 . 4% 2
Defecation count (Mean+S$.D.) 0+ 0 0+ 1 0+ 0 0+ 0
Urination

None 10 7 12

Small amount 2 4 3 0

Moderate amount 0 1 ] []

No significant difference in any treated groups from control group.
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Table 2-65 A combined repeated-dose/reproductive-developmental toxieity study in rats treated orally
with 2.3.4.4"-Tetrahydroxybenzophenone
Detalled clinical signs in female rats: open field observation (Main group, VWeek 1 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12z 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 1z 12 12 iz
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (MeansS.D.) 82 5+ 2- 8+ 3 8+ 2
Defecation count (Means§.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 1L 12

Small amount 0 0 1 0
No significant difference in any treated groups from control group.

— _—
R-944

Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'~Tetrahydroxybenzophenone
Detailed clinical signs in female rats: open field observation (Main group. Week 2 of adiministration)
Dose {mgrkg) 0 100 300 1000 .
Parameter No. of animals 12 12 12 12
Arousal
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
Stereotypy
None 12 12 12 12
Galt
Normal iz 12 12 12
Posture
Normal 12 12 12 12
Grooming
None 12 12 12 12
Rearing (Mean+S.D.) 8+ 3 T+ 2 T+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination
None 12 12 12 12

No significant difference in any treated groups from control group.
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Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4" -Tetrahydroxybenzophenone
Detailed clinical signs in female rats: open field observation (Main group. Day 1 of gestation)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 11
Arousal

Normal 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 11
Stereotypy

None 12 12 12 11
Gait

Normal 12 12 12 11
Posture

Normal 12 12 12 11
Grooming

None 12 12 iz 11
Rearing (Meant+S.D.) : T+ 2 Bx 1 T+ 2 7+ 3
Defecation count (Mean+S.D.) 0s 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 11
No significant difference 1n any treated groups from control group-

~_ ~~
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Table 2-68 A combined repeated-dose/reproductive-developmental toxifcity study in rats treated orally
with 2,3.4.4"-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: open field observation (Main group, Day 7 of gestatiom)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 11
Arousal
Normal 12 12 12 11
Convulsion
None 12 12 12 11
Abnormal behavior
None 12 12 12 11 .
Stereotypy
None 12 12 12 11
Gait
Normal 12 12 12 11
Posture \
Normal 1z 12 12 11
Grooming
None 12 12 12 11
Rearing {Meani:S.D.) G+ 2 T+ 2 8+ 2 6+ 2
Defecation count (Mean+S.D.} 0+ O 0+ 0 0+ 0 0+ 0
Urination
None 12 12 12 10
Small amount [+ o Q )3

No significant difference in any treated groups from control group.
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Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study inm rats treated orally
with 2,.3,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: open field observation (Main group, Day 14 of gestation)
Dose (mgs/kg) [ 100 300 1000

Parameter No. of animals 12 12 12 11
Arousal

Normal 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 1
Stereotypy

None 1z 12 12 1
Gait

Normal 12 12 12 11
Posture

Normal 12 12 12 11
Grooming

None 1z 12 12 11
Rearing (Means:S.D.) 5+ 1 6+ 2 5+ 2 4+ 1
Defecation count (MeantS.D.} 0+ 0 0+ 0 0+ C 0x 0
Urination

None 12 12 12 11
No significant difference in any treated groups from control group.

~ N ~~
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Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in female rats: open field observation (Main group, Day 20 of gestation)

Dose (weg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 11
Arousal '

Normal 12 12 12 11
Convulsion

None 12 i2 12 11
Abnorwal behavior

None 12 12 12 i1
Stereotypy

None .12 12 12 11
Gait

Normal 12 12 12 11
Posture

Normal 12 12 12 .11
Grooming

None 12 12 12 i1
Rearing (Mean+S.D.) 82 2 52 2 S 4+ 2+D
Defecation count (Means5.D.)} 0+ 0 0+ 0 0+ 0 0+ 0
Urination

Noue 12 12 12 11

* ; p<0.05 (Significant difference frouw control group)
D : Dunnett's test
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Table 2-71 A combined repeated-dese/reproductive~developmental toxicity study in rats treated orally
. with 2,3,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: open field ohservation (Main group, Day 4 of lactation)
Dose (mg/keg) ] 100 300 1000

Parameter No. of animals 12 12 12 10
Arousal .

Normal 12 . 12 12 10
Convulsion

None 12 12 12 10 .
Abnormal behavior

None i2 12 12 10
Stereotypy

None 12 12 i2 0
Gait

Normal 12 12 12 10
Posture )

Normal 12 12 12 10
Grooming

None 12 12 12 10
Rearing (Mean:S.D.) T+ 2 T+ 1 64 2 S+ 2
befecation count (Mean+S.D.) 0+ 0 0+ 0 ox 0 0+ 0
Urination

None i2 12 12 10
No significant difference in any treated groups from control group.

VoY . Van
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Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3.4.4'-Tetrahydroxybenzophenone

Detailed clinical signs in male rats: open field observation (Recovery group. Week 1 of administratiomn)

Dose (mg/ke) 0 1000

Parameter No. of animals S ’ S
Arousal

Normal s 5
Convulsion

None 5 5
Abnormal behavior

None R S S
Stereotypy

None 5 5
Gait

No/minimal location 0 2

Normal 5 3
Posture

Normal 5 5
Grooming

None S 5
Rearing (Mean#S.D.) 3+ 1 2+ 2
Defecation count (MeansS.D.) 0+ O 0+ ¢ .
Urination

None 5 4

Small amount 0 i

No significant difference between treated grouwp and control group.
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with 2,3,4,4"-Tetrahydroxybenzophenone

Detailed clinical signs in male rats: open field observation (Recovery group, Week 3 of administration)

R-944
Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,8.4,4'-Tetrahydroxybenzophenone
Detailed clinicel signs in male rats: open field observation (Recovery group, Week 2 of sdministration)
Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 §
Abnormal behavior

None 5 5
Stereotypy .

None 5 5
‘Bait

Normal 1 5
Posture

Normal S S
Grooming .

None 5 5
Rearing (Mean+S.D.) 5+ 2 3+ 2
Defecation count (Meap+S.D.) 0+ 0 0+ 0
Urination

None 5 4

Small amount ¢ 1
No significant difference between treated group and control group.

~
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Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal .

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 S
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal - 5 s
Grooming

None 5 5
Rearing (Means5.D.) 3+ 1 3+ 2
Defecation count {(Mean+S.D.) 0+ @ 0+ 1
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-75 & combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone :
Detailed clinical signs in male rats: open field observation (Recovery group, Week 4 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Arousal
Normal 5 5
Convulsion
None 5 5
Abnormal behavior
None 5 5
Stereotypy
None 5 §
Gait
Normal ) 5 5
Posture
Normal 5 3
Grooming
None 5 5
Rearing (Meen:S.D.} 4+ 0 4+ 2 .
Defecation count (Mean:S.D.) 0 0 0+ 0
Urination
None 4 4
Small amount i 1
No significant difference bétween treated group and control group.
~ —
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Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
- with 2.3,4,4' -Tetrahydroxybenzc

Detailed clinical signs in male rats: open field observation (Recovery group, Week 5 of administration)

Dose {(mg/keg) [} 1000

Parameter No. of animals 5 S
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None i) 5
Stereotypy

None 5 S
Gait

Normal 5 5
Pasture

Normal 3 5
Grooming

None 5 5
Rearing (MeanzS.D.) 3+ 2 2+ 1
Defecation count (MeansS.D.) 0+ 0 0+ 0
Urination

None 3 5

Small amount 1 0

Moderate amount [}

No significant difference between treated group and control group.
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Table 2-77 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenoue
Detailed clinical signs in male rats: open fleld observation (Recovery group, Week & of administration)
Dose (mg/kg) . 0 1000

Parameter No. of animals 5 5
Arousal

Normal s 5
Convulsion

None 5 5
Abnormal behavior

None S : 5
Stereotypy

None 5 S
Gait

Normal .8 5
Posture

Normal s 5
Grooming

None 5 5
Rearing {(Mean+S.D.) 5+ 2 4> 2
Defecation count (Mean+S.D.) 0+ O 0+ 0
Urination

None 3 3

Small amount 1 2

Moderate amount 1 o

T
No significant difference between treated group and conttrol group.
~~ . N
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Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4"-Tetrabydroxybenzophenone

Detailed clinical signs in male rats: open field observation (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals s 5
Arousal

Normal 5 . - 8
Convulsion

None § 5
Abnormal behavior

None 5 5
Stereotypy

None 5 B
Gait .

Normal S 5
Pasture B

Normal ] ]
Grooming

None S 5
Rearing (MeantS.D.) 3+ 1 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

Nene 5 4

Small amount 0 1 .

No significant difference between treated group and control group.
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Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study {n rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in male rats: open field observation (Recovery group, Week 2 of recovery)
Dose (mg/kg) 0 1000

Parameter No. of animals S 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 H
Stereotypy

None S 5
Gait

Narmal 5 s
Posture

Normal 5 5
Grooming .

None S 5
Rearing (Meant$.D.) 4+ 2 4+ 1
Defecation count (Mean+S.D.) 0+ © 0+ 0
Urination

None 3 3

Small amount 0 1

Moderate amount 2 1
‘No significant difference between treated group and control group. '

N
R-944

Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrabydroxybenzophenone
Detailed clinical signs in female rats: open field observation (Recovery group. Week ) of administration)
Dose (mg/kg) 0 1000

Parameter No. of animals S 5
Arousal

Normal 5 5
Convulsion

None S 5
Abnormal behavior

None 5 S
Stereotypy

None 5 s
Galt

Normal 5 S
Pasture

Normal 5 5
Grooming

Nomne 1 s
Rearing (MeansS.D.) 6+ 3 6+ 2
Defecation count (Mean+5.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Tabie 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4.4'-Tetrahydroxybenzophenone

Detalled clinical signs in female rats: open field observation (Recovery groun, Week 2 of administration)

Dose (mg/kg) . 0 1000

Parameter No. of animals 5 5
Arousal

Normal S 5
Convulsion

None 5 S
Abnormal behavior

None S 8
Stereotypy

None 5 S
Gait

Normal . 5 5
Posture

Rormal 5 5
Grooming

None 5 S
Rearing (Mean+5.D.) T 2 T+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination .

None 5 5

No significant difference between treated group and control group.

R-944

Table 2-82 A combined repeated-dose/reproductive-developmental toxicity Study in rats treated orally
with 2,3.4,4'-Tetrahydroxybenzophenone

Detailed clinical signs in female rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals s S
Arousal

Normal S 5
Convulsion

None 5 5
Abnormal behavior

None 5 8§
Stereotypy

None 5 5
Gait

Normal 8 5
Posture

Normal 3 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 3 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,9.4,4' -Tetrahydroxybenzophenone

Detailed clinical signs in female rats: open field observation (Recovery group, Week 4 of administration)

Dose (mg/ke) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None S 5
Abnormal behavior

None 5 5
Stereotypy

None 5 S
Gait

Normal s 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 10+ 2 8+ 1
Defecation count (Means+S.D.) 0+ 0 0+ ¢
Urination

None S 5

No significant difference between treated group and control group.

R-944

Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.4.4'-Tetrahydroxybenzophenone

Detaliled clinical signs in female rats: open field observation (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 S
Arousal
. Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None S s
Stereotypy .

None 5 5
Gait

Normal 5 5
Posture

Normal . ] 5
Grooming

None 5 5
Rearing (Mean#S.D.)} 9+ 2 8+ 2
Defecation count (Mean+5.D.) 0+ 0 0+ 0 ,
Urination

None S S

No significant difference between treated group and control group.

-172-



Table 2-85 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4"-Tetrahydroxybenzophenone

R-944

Detailed clinical signs in female rats: open field observation (Recovery group, Week 6 of administration}

Dose {(mg/kg) 0 1000

Parameter No. of animsls 5 5
Aroussl

Normal S 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Galt

Novwal 5 5
Posture

Normal 5 5
Grooming

None S 5
Rearing (Mean:S.D.) 8+ 2 7+ 1
Defecation count {Mean+S.D.) 0+ 0 0+ O
Urination

None 5 5

No significant difference between treated group and control group.

Table 2-86 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3.4.4' ~Tetrahydroxybenzophenone

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of recovery}

~

R~-944

Dose {(mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None S 5
Abnormal behavior

None s 5
Stereotypy

None 5 S
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None - S
Rearing (Mean+S.D.) 9+ 3 7+ 2
Defecation count (MeansS.D.) 0+ O 0r 0
Urination

None . 5 5

No significant difference between treated group and control group.
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Table 2-87 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Detailed clinical signs in female rats: open field observation (Recovery group, Week 2 of recovery)
Dose (mg/ke) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None » 5 5
Abnormal behavior

None 3 1
Stereotypy

None 5 5
Gait

Normal 5 3
Posture

Normal 5 5
Grooming -

None 5 5
Rearing (MeansS.D.) ) 74+ 2 74+ 1
Defecation count {(Mean+S.D.) [ X 0+ 0
Urination

None 5 5
No significant difference between treated group and control group.

—~ —
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Table 2-88 A combined repeated-dose/reproductive-developmental toxfcity study in rats treated orally

with 2.3.4,4'-Tetrahydroxybenzophenone

Manlpulative test of male rats (Main group, Week 6 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 5 S S 5
Auditory response

Normal 5 s & 5
Approach response

Normal S S 5 5
Touch response

Normal 5 S 5 5
Tail pinch response

Normal g 5 5 5
Pupillary reflex

Pass. both 5 s 5 5
Aerial righting veflex
(Total score: Mean+S.D.) 020 0+ 0 .0+ 0 0+ 0

Landing foot splay (mm: Mean:S.D.) 83+16 67+13 73+18 76414

No significant difference in any treated groups from control group.
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Table 2-89 A combined repeated-dose/reproductive~developmental toxiclty study in rats treated orally
with 2,3,4.4'-Tetrahydroxybenzophenone .
Manipulative test of female rats (Main group, Day 4 of lactation)
Dose (mg/kg) ¢ 100 300 1000

Parameter No. of animals 5 ) 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

RNormal 5 5 S 5
Touch response

Normel 5 S 5 E
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 S 5 5
Aerial righting reflex
{Total score: Means+S.D.} 0+ 0O 0+ 0 0+ 0 0 O
Landing foot splay (mwm: Mean+S.D.) 56211 58+18 66418 83+11+D
+ : p<0.05 (Significant difference from comtrol group)
D : Dumnett's test N

Y ~~
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Table 2-90 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2.3,4,4"-Tetrahydroxybenzophenone

Manipulative test of male rats (Recovery group, Week 6 of administration)

Dose (mg/kg) 1] 1000

Parameter . No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 8§
Pupillary reflex

Pass, both § 5
Aerial righting reflex .
{Total score: Mean:S.D.) 0x 0 0+ 0
Landing foot splay (mm: MeansS.D.) 82120 80417

No significant difference between treated group and control group.
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Table 2-91 A combined repeated-dose/reproductive-developmental toxicity study ip rats treated orally
) with 2,3,4.4'-Tetrahydroxybenzophenone
Manipulative test of female rats (Recovery group, Week 6 of administration)
Dose (mg/kg) [1] 1000
Parameter No. of animals 5 5
Auditory response
Normal . 5 3
Approach response
Normal 3 s
Touch response
Normal . S S
Tail pinch response
Normal 5 S
Pupillary reflex
Pass, both s 5
Aerial righting reflex
{Total score: MeaniS.D.) 0+ 0 [ )
Landing foot splay (mm: Mean+S.D.) 60+19 72413
No significant difference between treated group and control group.
—~ Y~
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Table 2-92 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophenone

Manipulative test of male rats (Recovery group, Week 2 of recovery)

Dose (mg/kg) 4 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response .

Normal s 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass. both 5 5
Aerial righting reflex .
(Total score: Mean+S.D.) 0+ O 0+ O
Lan&ing foot splay (mm: Mean+S.D.) 80+13 83+12

No significant difference between treated group amnd control group.
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Table 2-93 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 2,3,4,4"-Tetrahydroxybenzophenone
Manipulative test of female rats (Recovery group, Week 2 of recovery)
Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 S
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass. both s s
Aerial righting reflex
{Total score: MeansS.D.) (] 0+ 0
Landing foot splay {mm: Mean:S.D.} T0+14 Blx 4
No significant difference between treated group and control group.

o~ —
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Table 2-94 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,8,4,4'~-Tetrahydroxybenzophenone
Grip strength of male rats (Main group, Week 6 of administration)
Dose Fore limb  Hind limb
mg/kg g g
8 No. 5 S
Mean 1601 894
$.D. 115 77
100 No. 5 5
Mean 1579 812
§.D. 176 50
300 No. -3 5
Mean 1563 823
8.D. 172 122
1000 No. 5 5
Mean 1359 707 =
S.D. 130 96D

« ! p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 2-95 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'~Tetrahydroxybenzophenone
Grip strength of female rats (Main group., Day 4 of lactation)
Dose Fore 1imb  Hind limb
mg/kg g g
0 No. 5 5
Mean 1288 822
5.D. 166G 108
100 No. . § 5
Mean 1339 T54
§.D. 193 113
300 No. 5 5
. Mean 1133 682
$.D. o0 a7
1000 No. 8 5
Mean 1145 654
S$.D. 202 125
No significant difference in any treated groups from control group.
s ~~
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Table 2-96 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4.4’ -Tetrahydroxybenzophenone

Grip strength of male rats (Recovery group. Week 6 of administration)

Dose Fore 1imb Hind limb s
ng/ks g g
0 No. 5 5
Mean 1624 202
$.D. 138 70
1000 No. 5 5
Mean 1549 : 914
§.D. 173 141

No significant difference between treated group and control group.
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Table 2-97
with 2,3,4,4"~Tetrahydroxybenzophenone
Grip strength of female rats (Recovery group. Week 6 of administration}
Dose Fore limb Hind limb
mg/kg g €
-0 No. 5 5
Mean 1096 835
§.D. g6 228
1000 No. 5 S
Mean 999 675
$.D. 152 157

No significant difference between treated group and control group.

R-944

Table 2-98 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.4,4'-Tetrahydroxybenzophenone
Grip strength of male rats (Recovery group, Week 2 of recovery)
Dose Fore limb Hind limb
mg/kg g g
o No., S 5
Mean 1490 948
S.D. 202 51
1000 No. ) 5
Mean 1621 1010
S.D. 158 128

No significant difference between treated group and control group.
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Table 2-99 A combined repeated-dose/reproductive-developmental toxicity study im rats ctreated orally
with 2,3,4,4'~Tetrahydroxybenzophenone
Grip strength of female rats (Recovery group. Week 2 of recovery)
Dose Fore 1limb Hind limb
mg/kg 3 g
Q No. 5 5
Mean, 1054 791
S.D. 157 85
1000 No. 5 5
Mean 1110 704
S.D. 217 164
No significant difference between treated group and control group.
V) -~
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Table 2-100 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2.3,4,4'-Tetrahydroxybenzophenone

Motor activity of male rats (Main group, Week 6 of administration)

Interval (minutes)

Dose .
ng/kg 0-10 . 10-20 20-30 30-40 40-50 §0-60 Total(0-60)
0 No. 5 5 5 S 5 5 5

Mean 390 185 77 118 100 63 934

S$.D. 490 69 51 67 ‘168 111 416

100 No. 5 5 5 5 5 5 5
Mean 362 236 169 171 111 87 1135

5.D. 56 111 139 83 87 88 294

300 No. 5 5 5 5 5 5 5
Mean 327 256 110 83 58 44 878

8.D. 114 101 91 52 44 a7 247

1000 No. 5 5 5 5 5 ] 5
Mean 343 276 146 128 59 26 977

5.D. 45 58 57 82 51 12 138

No significant difference in any treated groups from control group.
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Table 2-101 A combined repeated-dose/reproductive-developmental toxicity study lm rats treated orally
with 2,3.4.4'-Tetrahydvoxybenzophenone
Motor activity of female rats {(Main group, Day 4 of lactation)
Interval {minutes)
Dose
mg/ke 0-10 10-20 20-30 30-40 40-~50 50-60 Total{0-60)
0 No. S 5 5 5 5 5 5
Mean 176 59 30 13 37 39 354
S.D. 109 104 45 . 16 87 52 362
100 No. 5 5 5 S 5 S 5
Mean 168 52 22 13 54 44 353
S.D. €0 63 17 9 41 88 118
300 No. 5 5 5 5 5 5
Mean 261 112 124» 103+ 114 20 733
S.D. 75 84 79D 61DT 56 11 267
1000 No. S S S 5 5 5 S
Mean 108 17 38 17 1L 39 230
S8.D. 70 12 392 10 14 45 102
# : p<0.05 (Significant difference from contral group)
D: Dunnett's test
DT: Dumnett~type rank test
V4R ~
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Table 2-102 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Motor activity of male rats (Recovery group, Week 8 of administration)
Iinterval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-6_0 Total{0-60)
o No. ] ] 5 5 S 5 5
Mean 265 208 64 35 48 50 870
S$.D. 171 148 65 22 71 39 334
1000 No. S 5 5 5 5 5 5
Mean 386 254 93 28 75 34 867
§.D. 42 93 74 27 100 a7 149

No significant

difference between treated group and control group.
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Table 2-103 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Motor activity of female rats (Recovery group, Week & of administration)
Interval (minutes)
Dose
mg/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-60)
4] No. 5 5 5 3 5 S 5
Mean 365 271 82 35 51 148 932
S.D. 57 87 74 42 79 151 208
1000 No. 5 5 5 5 5 S 5
Mean 363 273 222+ 245 227we 232 1562+
s.D. s3 133 88T 127AT 7T 132 3437
* : p<0.05 ; #+ : p<0.0L (Significant difference from control group)
T: Student’s t-test
AT: Aspin-Welch t-test
™ ~
R-944

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

Table 2-104
with 2,3,4,4'-Tetrahydroxybenzophenone
Motor activity of male rats (Recovery group., Week 2 of recovery)
Interval (minutes)
bose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
o No. 5 5 S 5 5 5 5
Mean 311 217 224 123 127 110 1112
8.D. 87 96 88 92 99 87 2238
1000 No. S 3 5 3 5 5 5
Mean 305 283 2658 205 146 144 1349
§.D. 8¢ 78 170 162 141 639

28

No significant difference between treated group and control group.
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Table 2-10S A combined repeated-~dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4.4°~Tetrahydroxybenzophenone
Motor activity of female rats (Recovery group, Week 2 of recovery)
Interval (minutes)
Dose v
mg/kg 0-10 10~-20 20-30 30-40 40-50 50~60 Total(0~60)
0 No. 5 3 S 5 S 5 5
Mean 265 228 168 163 128 107 1057
$.D. 91 117 128 123 122 129 513
1000 No. 5 5 5 35 5 S 5
Mean 271 210 177 185 185 86 1092
$.D. 54 65 56 S8 133 85 336
No significant difference between treated groun and control group.
e ~
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Table 3-1 A combined repeated-dose/reproductive-developmeatal toxicity study im rats treated orally
with 2.3,4,4'-Tetrahydroxybenzophenone
Body weight of male rats (Main group)
Pre-mating period Mating period Post-mating period B
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
[+ Mean 361.8 374.8 390.4 405.5 416.1 424.8 439.4 449.8 481.9 474.4 486.6 486.6 502.9 141.1
§.D. 15.9 17.4 20.8 23.1 27.2 28.2 29.8 30.2 31.6 82.7 81.0 33.1 33.9 23.3
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 360.9 375.8 390.3 402.3 414.3 418.3 433.4 442.1 457.3 468.3 481.5 490.8 495.3 134.4
S.D. 12.8 13.9 17.8 20.0 23.1 24.3 25.6 27.0 28.7 31.0 33.2 32.5 33.1 26.4
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 359.6 371.0 385.1 398.5 411.3 417.8 431.8 444.8 457.1 465.6 480.3 487.8 493.3 133.7
$.D. 15.1 16.4 18.8 19.5 19.8 22.7 23.8 21.5 23.5 25.9 26.9 27.3 27.0 19.2
Na. 12 iz 12 12 12 12 12 12 12 i2 12 12 12 12
1000 Mean 360.8 362.4 371.0e 383.2« 389.3# 392.86« 406.8s 415.1ee 424.7%w 433.34» 441.5+% 442.T%% A4A7.5%» B6. 7w
$.D. 14.8 17.8 20.0D 23.4D 26.0D 28.6D 28.3D 28.0p 29.0D 30.7D 33.4D 34.9D 35.0B 26.1D
Unit: g

No.: No. of animals
a): Dgy of administration
«; p<0.05; =»: p<0.01 (Significent difference from control group)
D: Dunnett's test
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Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Body weight of female rats during the pre-mating period (Main group)
Administration
Dose Gain .
mg/kg 1 4 8 11 15a) 1-15
No. 12 2 12 12 12 12
0 Mean 224.3 233.2 240.9 246.6 252.8 28.5
§.D. 8.8 9.6 9.8 10.8 1.1 6.9
No. 12 12 12 12 12 12
100 Mean 225.6 233.7 244.8 250.7 257.3 31.8
S.D. 7.3 7.0 9.5 11.7 12.7 7.4
Neo. 12 12 12 12 12 12
300 Mean 223.7 230.5 236.2 239.8 244 .4 20.8
§.D. 12.3 11.3 12.7 14.0 15.6, 9.1
No. 12 12 12 . 12 12 12
1000 Mean 223.8 224.1s 224.1e 223.7+s 240.2 16.4x»
8.D. 9.8 7.6D 14.5D 17.50 12.4 8.7D
Unit: g
No.: No. of animals
a): Day of administration
«: p<0.0S; #«: p<0.01 (S8ignificant difference from contrel group)
D: Dunnett's test
~ ~
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Table 3-3 A combined repeated~dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4  -Tetrahydroxybenzophenone
Body weight of dams during the gestation perlod (Main group)
Adninistration
Dose Gain
ng/ke 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 t 12
0 Mean 254.8 277.9 290.8 314.3 329.0 360.6 407.3 152.8
5.D. 10.9 13.8 17.6 20.1 24.0 23.0 24.8 19.8
No. 12 12 i2 12 12 12 12 12
100 Mean 259.3 278.7 291.2 313.7 329.8 361.0 408.2 148.9
S.D. 13.8 14.2 15.3 17.2 17.3 19.1 22.8 16.2 = :
No. 12 12 12 12 12 12 12 12
300 Mean 251.7 273.2 281.1 304.0 318.4 348.6 396.6 144.9
§.D. 18.2 16.3 18.7 18.0 19.5 23.0 26.3 i1.0
No. 11 11 11 11 11 11 11 11
1000 Mean  236.1» 254,24 265.7#% 280.8¢s 289.6#¢ 317.64% 351.5s4 115.4ss
S.D. 14.8D 20.7D 18.2D 21.1D 27.2D 29.3D 33.9D 23.5D
Unit: g
No.: No. of dams

a): Day of gestation
#s: p<0,01 (Significant difference from control group)
D: Dunnett's test

*: p<0.05:
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‘Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Body weight of dams during the lactation period (Main group)
Administration
Dose —_— Gain
ng/kg 1] 4a) 0-4
No. iz 12 12
0 Mean 309.9 328.8 18.8
§.D. 31.8 26.0 19.3
No. 12 12 12
100 Mean 316.4 325.8 8.9
§.D. 21.3 20.9 13.1
No. 12 12 12
300 Mean  300.2 299.8» -0.4
8.Db. 27.6 28.1p 22.4
. No. 11 lOb) 10
1000 Mean 268.8%s 274.4%s 3.2
§.D. 33.0p 35.3D 26.7
Unit: g
No.: No. of dams
a): Day of lactatlon
b): One dam died on day 0 of lactation.
#:; p<0.05; #e: p<D.01 (Significant difference from control group)
D: Dunnett's test
s 2 N
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Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Body weight of male rats during the administration period (Recovery group)
Day of administration
Dose Galin
ng/kg 1 4 8 11 15 18 22 25 29 32 38 39 42 1-42
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Q Mean 355.0 363.8 377.2 390.8 400.8 408.6 422.8 430.8 444.2 454.8 469.0 479.6 476.4 121.4
S.D. 13.5 17.9 20.1 26.0 26.8 29.8 32.6 37.9 38.0 3¢.1 40.0 40.3 45.9 38.2
No. 5 5 ] 5 5 5 5 s S E 5 S 5 © 5
1000 Mean 357.4 356.4 363.6 377.4 386.2 383.0 405.0 414.4 422.2 430.0 438.0 442.8 447.8 90.4
5.D. 17.9 18.9 17.7 24.2 25.7 28.8 [} 28.3 29.8 1 32.2 35.9 31L.8 18.8
Unit: &

No.: No. of animals
No significant difference between treated group and control group.

-185- '



R-844
Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone
Body weight of female rats during the administration period (Recovery group)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 38 39 42 1-4
No. 5 S 5 5 5 5 5 S 5 5 5 5 5 5
0 Mean 218.8 230.6 239.2 241.8 248.0 248.4 250.2 259.0 263.6 266.8 272.0 274.4 270.4 51.6
§.D. 8.3 8.0 10.4 13.5 19.0 20.1 18.9 25.6 23.4 18.3 21.7 22.0 21.1 17.9
No. 5 5 5 5 5 5 S 5 S 5 -]
1000 Mean 224.6 228.2 229.8 231.8 234.8 240.4 246.0 249.8 253.8 253.4 259.2 257.4 258.2 33.6
S8.D. 11.4 15.7 14.4 16.9 17.7 12.8 17.9 19.6 16.2 24.1 20.8 19.7 21.8 12.7
Unit: g
No.: No. of animals
No significant difference between treated group and control group.
~ -~
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Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally .
with 2.3,4,4'~Tetrahydroxybenzophenone
Body weight of male rats during the recovery period (Recovery group)
Day of recovery
Dose Gain
mg/ke 1 4 8 11 14 1-14
No. § 5 5 S 5
0 Mean 482.2 491.4 496.8 501.4 504.8 22.6
§.D. 42.5 44 .1 44.3 44.5 48.4 7.2
No. 5 3 5 5 S S
1000 Mean 450.0 456,4 471.8 486.0 486.6 36.6wx
s.D. 32.6 30.1 35.5 29.7 32.2 5,97
Unit: g

No.: No. of animals

«»; p<0,01 (Significant difference from control group)

T: Student’'s t-test

-186-



I~ -

R-944
Table 3-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
. with 2,3,4.4'-Tetrahydroxybenzophenone )
Body weight of female rats during the recovery period (Recovery group)
Day of recavery
Dose Gain
ng/kg 1 4 8 11 14 1-14
No. 5 5
[} Mean 278.6 275.2 277.0 282.2 279.4 0.8
S.D. 24.1 21.5 25.4 25.4 23.8 8.7
No. 5 5 5 5 5
1000 Mean 259.4 261.0 268.2 275.8 272.4 13.0%
§.D. 25.0 i9.s 20.9 23.1 27.9 8.8T
Unit: g
No.: No. of animals
#: p<0.05 (Significant difference from control group)}
T: Student‘s t-test
—. N
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Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4"'~Tetrahydroxybenzophenone
Food consumption of male rats (Main group)
B Pre-mating period Post-mating period
oS e
mg/kg 1 4 8 11 15 32 36 39 42a)
No. 12 A2 12 2 12 12 12 12 2
1] Mean 26.8 24.8 25.0 21.5 24.1 23.9 23.6 22.7 25.3
5.D. 2.8 1.9 2.9 2.5 2.7 2.2 1. 2.8 2.0
No. 12 12 12 12 12 2 12 12 12
100 Mean 25.3 24.2 22.5 21.2 23.6 22.5 22.2 22.4 22.9
§.D. 2.1 2.7 2.8 2.7 2.4 4.1 2.0 2.4 2.8
No. 12 12 12 1 12 12 1 1
300 Mean 25.7 22.8 23.8 20.8 25.1 23.2 23.8 21.9 25.4
S.D. 4.1 2.7 2.8 T 2.5 4.5 3.7 .7 2.2
No. 12 12 12 12 12 12 12 12 12
1000 Mean 26.1 16.8xw 24.1 21.6 26.5 24.7 23.7 22.1 26.6
S.D. 3.2

5.4DT 3.7 2.8 4.3 4.5 4.8 4.1 4.4

Unit: g/rat/day
No.: No. of animals
a): Day of administration

#x: p<0.01 (Significant difference from control group)

DT: Dunnett~-type rank test
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Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4'-Tetrahydroxybenzophenone .
Food consumption of female rats during the pre-mating period (Main group)
Administration

Dose
mg/kg . 1 4 8 11 1858)

No. 12 12 12 12 12

] Mean 7.7 18.8 18.6 14.3 18.4

S$.D. 3.1 2.2 1.8 2. 3.1

No. 12 12 12 12 12
100 Mean 18.8 i7.9 18.0 15.0 i9.4

§.D. 2.4 1.5 2.3 1.4 2.7

No. 12 12 12 12 12
300 Mean 17.3 16.5« 18.5 14.7 18.8

S.D. 2.1 1.8D 2. 3.6 3.1

No. 12 12 12 12 i2
1000 Mean 18.5 10.8#» 14.7 12.4 24.9+

S$.D. 3.1 3.0D 7.9 5.4 7.8DT
Unit: g/rat/day
No.: No. of enimals
a): Day of administration
#: p<0.05; w»e: p<0.01 {Significant difference from control group)
D: Dunnett's test .
DT: Dunnett-type rank test

— —.
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Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.,4,4" ~Tetrahydroxybenzophenone
Food consumption of dams during the gestation period (Main group)
. Administration
Dose
wg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
o Mean 17.4 20.1 21.1 23.2 22.7 24.7 21.2
8.0, 2.2 3.0 3.3 3.3 3.1 4.1 3.8
No. 12 12 12 12 12 12 12
100 Mean 17.8 20.8 21.2 21.9 22.4 24.8 20.1
§.D. 2.6 3.1 2.3 2.4 3.3 2.4 2.5
No. 12 12 12 12 12 12 12
300 Mean 17.2 22.1 20.4 22.2 21.9 25.% 19.9
$.D. 2.6 3.4 3.7 3.0 3.8 3.6 3.8
No. 11 11 11 11 11 11 11
1000 Mean 18.2 22.1 20.5 18.8 18.0 23.8 14.0%»
8$.D. 4.9 4.7 4.9 8.5 7.7 4.5 4.8D

Unit: g/rat/day

No.: No. of dams

a): Day of gestation

*s: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated'orally
with 2,3.4,4'-Tetrahydroxybenzophenone
Food consumption of dams during the lactation period (Main group)
Administration
Dose ——
mg/keg 2 4a)
No. 12 12
[} Mean 22,7 37.8
S§.D. 6.5 8.1
No. 12 12
100 Mesn 19.2 38.2
$.D. 3.9 6.7
No. 12 12
300 Mean 13.5en 35.0
s.D. 6.2D 11.7 K
No. 10%) 10
1000 Mean 12.7%e 31.4
S.D. 8.8D 12.6
Unit: g/rat/day
No.: No. of dams
a): Day of lactation
b): One dam died on day 0 of lactation.
##: p<0.01 (Significant difference from control group)
D: Dunnett's test
Fa ~~
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Table 4-5 A combined repeated-dose/reproductive~-developmental toxicity study in rats treated orally

with 2,3,4,4'-Tetrahydroxybenzophenone

Food consumption of male rats during the administration period (Recovery group}

Day of administration

Dose

mg/keg 1 4 8 11 18 32 36 39 42
No. 5 5 5 5 5 5 5 5 5

0 Mean 24.0 22.4 24.0 19.8 25.0 22.8 23.0 23.6 22.0

S.D. 3.2 2.6 2.7 0.8 2.3 3.1 2.1 1.9 2.8
No. 5 5 5 5 5 5 5 s .5

1000 Mean 25.6 14.0e«  23.4 22.0 25.0 22.4 23.4 24.2 25.8+
S.D, 4.6 3.7T 8.1 3.7 2.8 2.2 2.5 4.6 1.8T

Unit: g/rat/day

No.: No. of animals

#: p<0.05; =»; p<0.01 (Significant difference from control group)
T: Student's t-test
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Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated ovally
with 2,3,4,4'~Tetrahydroxybenzophenone
Food consumption of female rats during the administration period (Recovery group)
Day of administration
Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 5 S 5 5 5 S 5 5
[} Mean 15.8 18.2 19.4 14.6 18.4 16.8 18 17.4 11.4
S.D. 2.8 0.4 1.8 3.8 2.8 3.1 9 2.8 2.7
No. 5 5 5 3 5 5 5 5 5
1000 Mean 19.0 12.0% 19.4 10.2 19.86 16.4 16.0 16.4 16.0
S.D. 3.5 4.4AT 3.6 3.4 3.8 B.4 3.2 1.8 4.6
Unit: g/rat/day
No.: No. of animals
e: p<D.05 (Significant difference from control group)
AT: Aspin-Welch t-test
~ ~~
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Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 2,3,4,4'~Tetrahydroxybenzophenone

Food consumption of male rats during the recovery period (Recovery group)

Day of recovery

Dose
mg/kg 1 4 8 i1 14
No. 5 S S S
o Mean 22.6 27.0 25.6 27.8 28.4
S.D. 2.1 2.8 1.9 1.9 3.4
No. 5 5 5 5 5
1000 Mean 22.2 30.8 32.0» 33.0+ 27.8
5.D. 5.2 3.2 4.2T 3.17 2.8

Unit: g/rat/day

No.: No. of animals

#: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 4-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3,4,4" -Tetrahydroxybenzophenone
Food consumption of female rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/Kg 1 4 : 11 14
No. 5 5 5 5 5
[ Mean 15.4 14.4 18.2 21.0 17.86
$.D. 2.7 1.3 2.4 2.1 0.9
No. 5 5 S 5 §
1000 Mean 15.8 23.0xe 19.8 23.2 18.8
S.D. 4.0 3.1T7 2.2 1.8 5.4
Unit: g/rat/day
No.: No. of animals
«#: p<0.01 (Significant difference from control group)
T: Student's t-test
N N
R-944
Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 2,3.4,4'-Tetrahydroxybenzophenone
Urinalysis of male rats (Week 6 of administration)
1) 2) 3)
. PH Protein Ketone body Glucose
Dose No.
mg/keg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 8.0 - = 4 44 4 R4 PP UM P PRIV T Y
4] 17 0 ¢ o 1t 0o 1 4 10 1 3 6 8 0 0 0 5 5700 0 7 0o 0 0 O ¢
100 12 0 0 © 0 1 1 4 88 O ¢ 111 0 6 O 03 9 ¢ 0 o© 12 o 0 0 0 O
300 12 o o0 o 0 2 3 4 3 o 3 4 5 00 0 2 37 0 0 @ 12 0 0 0 0 O
1000 17 0o o ¢ 3 &5 7T 2 0 ¢ 4 9 4 00 O 3 77T 0 0 0 17T 0 0 0 0 ¢
1) - ¢ <10 mg/dL +~ 1 10 ~ 25 mg/dL + 26 - 85 mg/dL ++ : 86 -~ 250 mg/dL +++ 1 251 - GOO mg/dL +e++ t >600 mg/dL
2) - : <5 mg/dL += 1 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ : 71 - 125 mg/dL 4+t : >125 mg/dL
3) ~ ¢ <30 mg/dL +=~ 1 30 -~ 60 mg/dL + 81 - 125 mg/dL ++ @ 126 - 250 mg/dL +++ : 251 - 750 mg/dL +++4 3 >750 mg/dL
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