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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
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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
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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

~~ ~~
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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




R-944
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
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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
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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 .
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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 ~
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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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