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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
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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.
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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
R-944

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.

— _—
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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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