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9.0 CONTINUATION SHEET
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There were findings in the high-dose group of a decrease in the number of estrous cycles during a
three week period and an increase In estrous cycle length.

rmation Has Been ganitized
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A Reproductive Toxicity Study

with

4 in the Wistar Rat

(Preliminary Results Summary)

EIRST GENERATION
P Males
Premating/Mating
Clinical Signs
Body Weight Gain  (decreased day65-104) -
Food Consumption (increased week 2,4-9) -
Premating/Mating
Clinical Signs
Body Weight Gain
Food Consumption
Estrous Cycle -number(decreased)
ésu'ous Cycle-length(increase)
Matng Index
Ferdility Index -
Gestation Index
Gestatdon Length
Total Number Implantations

* = significantly different from coatrol (p < 0.05).

3.4

4.3

90

89

100

32
4.2
100
100

100

3.2

4.4

100

97

100

Utine Stain

T%n

10%

Urine Stain

Confidential Information Has Beeﬂ Sanitized

2.7*

5.1*

100

97

97
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Gestation
Clinical Signs
Body Weight Gain (decrease days 0-20)
Food Consumption
Lactation
Clinical Signs
'Body Weight Gain

Food Consumption

FLPups Confidential Information Has Been Sanitized

Clinical Signs
Pup Body Weight(decrease)
Birth
Day 4
Day 7
Day 14

Day 21
Gain

Birth Index
Live Birth Index
Viability Index
Lactation Index

* == significantly different from control (p < 0.05),

0

in the Wistar Rat
ummary, Contigued)

DOSE (mg/kg)

10

100

750

A Repmducuv 'E‘ommty Study

Uriae Stain

9%

9%*
14%*
17%*
14%*
T%*
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Litter Size

Pups Missing
Pups Found Dead
| Vaginal Opening
1 Preputial Separatioﬁ(delayed)

Sperm Analysis (not yet analyzed)

Absolute Organ Weights
Males

Temaina.l Body Weight(decrease)
Adrenals
Brain
Kidney
Liver(increase)
. Spleen
Testes
Epididymis
Prostate
EpiCauda

Seminal Vesicles(increase)
* = significantly different from control (p < 0.05).

A Reproductive

Confidential Information Has Been Sanitized

9%* 12%*

14%* -

Toxicity Study
the Wistar Rat
sults Summary)

6%*

DOSE (mg/kg)



Absolute Qrgan Weights - Males (cont.)
Pituitary -

Thymus(decrease)

Adrenals -

Brain(increase)

Kidneys(increase)

Liver(increase)

Spleen

Testes

Epididymis(increase)
- Prostate
EpiCauda | -
Seminal Vesicles(increase) ' -
Pituitary : : -

"Thymus(decrease) | .

* = significantly different from control (p < 0.05).

10

160

750

Confidential information Has Beén Sanitized

13%*

22%*

T%*

15%*

22%%*

16%*

15%*



A Reproductive Toxicity Study
& in the Wistar Rat
Results Summiaey)

DOSE (me/kg).

0 10 100 750
Absolute Organ Weights
Females
‘Term Body Weight(increase) - 5%* -
Adrenalsr - - - -
Brain | _ - . - -

Kidneys - - - .

1
pomd
O
R

%

Liver(increase) - 11%*
Ovaries - - - -

Spleen | N -
p ntial information Uas Been Qanitized

Utems(decrg’cggﬁde - - .- . 26%*

Pititary : - - - -

Thymus(decrease) _ - - 19%* 28%*

Adrenals - - - .
Brain L - - - -
Kidneys - - -
Liver(increase) - - - £8%*

* = significantly different from control (p < 0.05). e
‘ A Reprod Toxicity Study
I . wi

n the Wistar Rat
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(Preliminary Results Summary)

DOSE (mg/ke)
0 10 160 750

Relative Organ Weight/Body Weight (cont.)

Females
Ovaries ' - - - -
Spleen - - - .
Uterus(decrease) - 19%*! (+3%) 27%*
Pituitary(decrease) - 14%* (+8%) 10%*
Thymus - - | - 20%* 29%*
bsolute an Weights - S
Day 21 Body Weight(decrease) - - - 14%*
Brain : 0 - - : -
Thymus  Confidential Information Has Been Sanitszed i }
Spleen(decrease) | - - - 22%*
Relative Organ/Body Weight - Pups (M + F)
Brain(lncre;;,ase) ' ' - - - 15%
Thymus : ' - - - -
Spleen - - - 9%*

* = significantly different from control (p < 0.05).

the Wistar Rat

Effect noted for uterus and pituitary thought to be related to the increased
terminal body weight. Thus decreasing the organ/body weight ratio effect. The lack ofa
dose response, as noted by the 100 mg/kg group, also point to the potentiality of these

findings as being incidental to treatment.
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(Preliminary Results Summary)
SECOND GENERATION : DOSE (mgfke)

0 10 100 750
I Male

. Premating/Mating
Clinical Signs : - - - -
Body Weight(mean decrease 0-70) - - 7%*  16%*
Food Consumption(mean increase 0-70) . - - - 11%*

F1 Females

Premating/Mating
Clinical Signs - - - -
Body Weight(decrease ) " o - - - 6%*
Food Consumption(mean increase) ~ - - - 12%*
Estrous Cycle (number). . 36 34 35 3.1
VEstrous Cycle (length) 44 45 44 438
Mating Index 160 100 100 97
Fertility Index S % 87 97 93
Gestation IndeBonfidential Information Has Been Smmitizetbo o7 93
Gestation Length : | - - - .

Total Number Implantations(decrease-median) - - - 18%*
* = significantly different from control (p < 0.05) ... %
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A Repmdm&wg Toxicity Stady

) the W"lstar Rat

S LG .
Fl females
Gestation .
Clinical Signs - - -
Body Weight Gain(decrease) - -

Food Consumption - -

Tlactation

Clinical Signs 3 - -
Body Weight Gain - S
Food Consumption - -

E2 Pups
Clinical Signs | - |
Pup Body Weight(decrease) o
confidential information Has B
Birth ! |
Day 4 | : -
Day 7 | | - ' -
Day 14 | : “

Day 21 - .
Gain - -

Birth Index | - -
Live Birth Index | | - -
Viability Index | B
Lactation Index 7 - -

* = gignificantly different from control (p < 0.05).

A Reproductive Toxicity Study

een Sanitized

Urine Stain

12%%*
8%*
10%*
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esnltz Summary)

SECOND GENERATION ' DOSE(mel®

0 10 160 750
E2 Pups, cont.
Litter Size(decrease) : - - . 23%*
Pups Missing | - - -
Pups Found Dead ’ - - . ' -

Anogenital Distance (not yet analyzed)
Sperm Analysis (not yet anatyzed)

pathology data not yet analyzed
IN-LIFE COMPLETE

' ¢ Beenl ganitizew
Conﬁdenﬁa\ {nformation Has Bee



