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SXX 0665 is a compound which was under development as a potential fungicide, but development of this
compound was ceased due to the toxicity profile of the compound. A related fungicide, JAU 6476 is
presently under development, and it has been shown that JAU 6476 breaks down to SXX 0665, upon drying,
after application to plants/seeds, and upon administration to test animals. (Note: The extent of breakdown
varies considerably based on the plant/seed to which JAU 6476 is applied). However, as JAU 6476 has
fungicide properties, and the development of JAU 6476 as a fungicide is not based on the conversion of JAU
6476 to SXX 0665, JAU 6476 is not considered to be a delivery system for applying SXX 0665 to
plants/seeds. Therefore, although SXX 0665 does have fungicide activity and may be of toxicological
concern for evaluating risk assessment and in determining RFD values for JAU 6476, SXX 0665 is strictly a
metabolite of JAU 6476 and is not a compound which is being developed for commercial use. Thus, SXX
0665 is not regulated by TSCA 8(e) Adverse Effects Regulations. However, as SXX 0665 is a metabolite of
toxicological concern for a compound (i.e., JAU 6476) which is under development as a fungicide, and this
study contains data that triggers reporting (i.e., there was an increase in post-implantation loss in the 100
mg/kg dose group, with a corresponding decrease in litter size, and increase in the number of supernumerary
ribs in the 10, 30, and 100 mg/kg dose groups), this study is being reported.

Abstract

The purpose of this study was to assess the effects of SXX 0665 on embryonic and fetal development in
pregnant Wistar/HAN rats.

Each group consisted of 25 mated female rats. SXX 0665 was administered orally by gavage once daily
from day 6 through to day 15 post coitus, at dose levels of:

Group 1: 0 mg/kg body weight/day
(vehicle control)

Group 2: 10 mg/kg body weight/day

Group 3: 30 mg/kg body weight/day

Group 4: 100 mg/kg body weight/day

A standard dose volume of 10 mi/kg body weight, with a daily adjustment to the actual body weight, was
used. Control animals were dosed with the vehicle alone (bi-distilled water with 0.5 % Cremophor EL).

Females were sacrificed on day 21 post coitus, and the fetuses were removed by Caesarean section. The
examination of the dams and fetuses was performed in accordance with international recommendations.

Page 2 of 4
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The following results were obtained:

GENERAL TOLERABILITY IN DAMS

-Oral administration of SXX 0665 did not influence the viability or the behavior and appearance of the
animals. At necropsy, no treatment-related macroscopic changes were noted.

-Slightly reduced mean food consumption and marginally reduced mean body weight gain were noted at 100
mg/kg during the first half of the treatment period (days 6 to 11 post coitus).

REPRODUCTION PARAMETERS OF THE DAMS

-At 100 mg/kg, post-implantation loss was increased and consequently the number of live fetuses was
reduced. Differences from the vehicle control group were statistically significant.

- All other differences from Control values were within the normal range of variation and considered not to
be test article related effects.

FETAL PARAMETERS

-During external examination of the fetuses, three fetuses from three litters with different maiformations
were noted at 100 mg/kg. One fetus had palatoschisis, the second fetus had a shortened and constricted
tail and the third fetus had palatoschisis, dysplastic lower jaw, arthrogryposis and most of the claws were
missing.

- Fetal sex ratios and mean fetal body weights were similar in all groups.

- The visceral examination of fetuses by Wilson Technique as well as the skeletal examination of fetuses for
abnormal findings gave no indication of test article-related effects.

- The examination of fetuses for the stage of skeletal development resulted in a dose-related statistically
significant increase in the number of fetuses with supernumerary ribs at 10, 30, and 100 mg/kg.

- With the exception of this skeletal variant, all other differences from Control values at 10 and 30 mg/kg
(aithough often statistically significant) were considered to be incidental as there was no trend.

- The fetuses at 100 mg/kg revealed a lower stage of ossification in several parts of the skeleton.

CONCLUSION (MAIN GROUPS)

SXX 0665 was administered by gavage to mated Wistar/HAN rats at dosages of 0, 10, 30, or 100 mg/kg
body weight/day from days 6 through to day 15 post coitus in order to assess the effects of the compound on
embryonic and fetal development.

At 100 mg/kg, slightly reduced food consumption and marginally reduced body weight gain were noted.

Based on these results, the no-observable adverse effect level for the maternal organism was considered to
be 30 mg/kg body weight/day.

In regard to embryonic/fetal development, an increased incidence of embryonic resorption was noted at 100
mg/kg and as a consequence, the number of live fetuses was reduced. The occurrence of three malformed
fetuses at 100 mg/kg was possibly incidental; however, a slight effect on fetal development was indicated by
a dose-related increased incidence of supernumerary rib(s) from 10 mg/kg upwards. In consideration of the
supernumerary ribs, a no-observable adverse effect level for embryonic/fetal development was not attained.

Page 3 of 4
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SUMMARY (SUBGROUPS)

In addition, four subgroups each consisting of ten mated females, were similarly dosed from day 6- through
to day 15 post coitus. On day 16 post coitus, blood samples were collected for determination of
transaminase activity. After blood collection, the subgroup females were sacrificed, pregnancy status was
recorded, livers were weighed and fixed in 4% formaldehyde solution for subsequent processing and
histopathological examination.

The following results were obtained:

- As noted for the females of the main groups, slightly reduced food consumption and marginally reduced
body weight gain were noted at 100 mg/kg during the first half of the dosing period (days 6 to 11 post
coitus).

- No further reactions to treatment were observed and no abnormal findings were noted during necropsy.

- The evaluation of the reproduction parameters resulted in a slightly increased post-implantation loss at 100
mag/kg. '

- No indication of treatment-related changes were noted in any dose group for plasma transaminase activity,
(ASAT and ALAT) assessed at day 16 post coitus.

- The liver weight and the liver/body weight ratio were slightly increased at 10 and 30 mg/kg and significantly
increased at 100 mg/kg.

- Treatment with SXX 0665 was associated with hepatic lesions in rats of group 4 (100 mg/kg). These
lesions were centrilobular hypertrophy and centrilobular/periportal fatty change. in addition, a treatment-
related increase in severity of inflammatory cell foci was diagnosed in the rats of group 4 (100 mg/kg).

CONCLUSION (SUBGROUPS)

In the subgroup females of this study, the reaction to administration of the test articie was similar to that
noted in the females of the main groups.

Slightly reduced food consumption and body weight gain and slightly increased post-implantation loss were
observed at 100 mg/kg.

From the additional parameters recorded (plasma transaminase activity, liver weights and liver pathology),
an effect of treatment with SXX 0665 was observed in the increased liver weights and histopathological
changes observed in the liver at 100 mg/kg body weight/day.

Based on these results, the no-observable adverse effect level for the maternal organism was considered to
be 30 mg/kg body weight/day.
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SUMMARY (MAIN GROUPS)

The purpose of this study was to assess the effects of SXX 0665 TECHNICAL an
embryonic and fetal development in pregnant Wistar/HAN rats.

Each group consisted of 25 mated female rats. SXX 0665 TECHNICAL was

administered orally by gavage once daily from day 6 through to day 15 post
coitum, at dose levels of:

Group 1: 0 mg/kg body weight/day
(vehicle contraol)
Group 2: 10 mg/kg body weight/day
Group 3: 30 mg/kg body weight/day
Group 4: 100 mg/kg body weight/day

A standard dose volume af 10 ml/kg body weight with a daily adjustment to the
actual body weight was used. Control animals were dosed with the vehicle alone
(bi-distilled water with 0.5 ¥ Cremophor EL).

Females were sacrificed on day 21 post coitum and the fetuses were removed by
Caesarean section. The examination of the dams and fetuses was performed in
accardance with internaticnal recommendations.

The following results were obtained:
GENERAL TOLERABILITY IN DAMS

- Oral administration of SXX 0665 TECHNICAL did not influence the viability or
the behaviour and appearance of the animals in any dose group during the
entire study. At necropsy, no treatment-related macroscopic changes were
noted.

- Slightly reduced mean food consumption and marginally reduced mean body weight
gain were noted at 100 mg/kg during the first half of the treatment period
(days 6 to 11 post coitum).

REPRODUCTION PARAMETERS OF THE DAMS

- At 100 mg/kg, post-implantation loss was increased and consequently the number
of live fetuses was reduced. Differences from the vehicle control group were
statistically significant.

- A1l other differences fraom Control values were within the normal range of
variation and considered not to be test article related effects.

FETAL PARAMETERS

- During external examination of the fetuses, three fetuses from three litters
with different malformations were noted at 100 mg/kg. One fetus had
palatoschisis, the second fetus had a shortened and constricted tail and the
third fetus had palatoschisis, dysplastic lower jaw, arthrogryposis and most
of the claws were missing.

- Fetal sex ratios and mean fetal body weights were similar in all groups.
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SUMMARY (CONT’D MAIN GROUPS)

FETAL PARAMETERS (CONT'D)

- The visceral examination of fetuses by Wilson Technigue as well as the
skeletal examination of fetuses for abnormal findings gave no indication of
test article-related effects.

- The examination of fetuses far the stage of skeletal development resulted in a
dose-related statistically significant increase in the number of fetuses with
supernumerary ribs at 10, 30 and 100 mg/kg.

- With the exception of this skeletal variant, all other differences from
Control values at 10 and 30 mg/kg (although often statistically significant)
were considered to be incidental as there was no trend.

- The fetuses at 100 mg/kg revealed a lower stage of ossification in several
parts of the skeleton. .

CONCLUSION (MAIN GROUPS)

SXX 0665 TECHNICAL was administered orally by gavage to mated Wistar/HAN rats at
dosages of 0, 10, 30 or 100 mg/kg body weight/day from days 6 through to day 15
post coitum in order to assess the effects of the compound on embryonic and
fetal development.

At 100 mg/kg, slightly reduced food consumption and mafgina]]y reduced body
weight gain were noted.

Based on these results, the no-aobservable adverse effect level for the maternal
organism was considered to be 30 mg/kg body weight/day.

In regard to embryonic/fetal development, an increased incidence of embryonic
resorption was noted at 100 mg/kg and as a consequence, the number af live
fetuses was reduced. The occurrence of three malformed fetuses at 100 mg/kg was
possibly incidental; however, a slight effect on fetal development was indicated
by a dose-related increased incidence of supernumerary rib(s) from 10 mg/kg
upwards. In consideration of the supernumerary ribs, a no-observable adverse
effect lTevel for embryonic/fetal development was not attained.
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SUMMARY (SUBGROUPS) of Bayer AG.

In addition, four subgroups each consisting of ten mated females, were similarly
dosed from day & through to day 15 post coitum. Cn day 16 post coitum, blood
samples were collected for determination of transaminase activity. After blood
callection, the subgroup females were sacrificed, pregnancy status was recorded,
livers were weighed and fixed in 4% formaldehyde solution Ffar subsequent
processing and histopathological examination.

The following results were obtained:

- As noted for the females of the main groups, slightly reduced food consumption
and marginally reduced body weight gain were noted at 100 mg/kg during the
first half of the dosing period (days 6 to 11 past coitum).

- No further reactions to treatment were observed and no abnarmal findings were
noted during necropsy.

- The evaluation of the reproduction parameters resulted in a slightly
increased post-implantation loss at 100 mg/kg.

- No indication of treatment-related changes were ngoted in any dose group for
plasma transaminase activity, (ASAT and ALAT) assessed at day 16 post coitum.

- The liver weight and the 1iver/body weight ratio were slightly increased at 10
and 30 mg/kg and significantly increased at 100 mg/kg.

- Treatment with SXX 0665 TECHNICAL was assaciated with hepatic lesions in rats
of group 4 (100 mg/kg). These lesions were centrilobular hypertrophy and
centrilobular/periportal fatty change. In addition, a treatment-related
increase in severity of inflammatory cell foci was diagnosed in the rats of
group 4 (100 mg/kg).

CONCLUSION (SUBGROUPS)

In the subgroup females of this study, the reaction to administration of the
test article was similar to that noted in the females of the main groups.

Slightly reduced food consumption and body weight gain and slightly increased
post-implantation loss were gbserved at 100 mg/kg.

From the additional parameters recorded (plasma transaminase activity, liver
weights and liver pathology), an effect of treatment with SXX 0665 TECHNICAL was
observed in the increased liver weights and histopathological changes observed
in the liver at 100 mg/kg body weight/day.

Based on these results, the no-observable adverse effect level for the maternal
organism was considered to be 30 mg/kg body weight/day.

14
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OBJECTIVE

PURPQSE -

The purpose of this study was to assess the effects of SXX 0665 TECHNICAL on
embryonic and fetal development when administered orally by gavage once daily to
mated female rats from day 6 through to day 15 post coitum.

This study should provide a rational basis for risk assessment in man.

MATERIALS AND METHODS
Experimental Design

TEST SYSTEM

Species

Rationale

Source

Acclimatization

Number of animals

Initial age

(at pairing)

Initial body weight
(day O post coitum)

Identification
(day O post coitum)

Wistar/HAN Rats (WIST, OQutbred,
SPF Quality)

Specified by the international
guidelines as a recommended test system

KFM, Kleintierfarm Madoerin AG
CH 4414 FOllinsdorf / Switzerland

10 days prior to pairing, under test
conditions, after veterinary examination

140 mated females, 25 per main group,
10 per subgroup

11 weeks, minimum

183 - 231 grams

Individual cage/animal number tattooed on
the pinnae

15
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HUSBANODRY

Canditions

The animals were housed under standard labaratory conditions: air-conditioned
with 10-15 air changes per hour; the environment monitored continuously with
hourly recordings of temperature (range 22 /- 3 degrees Centigrade) and
humidity (range 40 - 70 %); 12 hours artificia] fluarescent 1ight/12 hours dark
with background music (Schweizerischer Telefonrundspruch) played at a centrally
defined low valume for at least 8 hours during the light period. The room number
was documented in the raw data.

Accommodation

The animals were housed individually in Makrolon cages (type-3) with wire mesh
tops and standardised granulated saftwood bedding (Lignocel, Schill AG, CH 4132
Muttenz / Switzerland). :

Diet

Pelleted standard Kliba 343 rat/mouse maintenance diet (*Kliba*, Klingental-
muehle AG, CH 4303 Kaiseraugst/Switzerland) was avaflable ad libitum (Batch ng.
42/89). Results of analyses for contaminants are attached (pp. 166, 167).

Water

Tap water was available ad Tibitum. Results of bacteriological, chemical and
contaminant analyses are scheduled to be conducted at least once yearly by RCC
(contaminant analyses only) and by the 0fficial Chemist of the Kanton Basel-
Landschaft (bacteriological and chemical analyses). Results are attached
(Pp. 163 - 165).

TEST ARTICLE

Identity SXX 0665 TECHNICAL

Batch number NLL 3622-2

Description Light-beige powder

Purity 97 .4% (according results of a re-analysis
perfarmed by the Sponsor dated May 16, 1989)

Storage At room temperature, in the dark

Stability of the Stable, at least untij November 12, 1989

pure test article (according results of the re-analysis

mentioned above)

Stability in the vehicle At least two hours (see resylts of analysis,
report pp. 168 - 179).

Safety precautions Goggles and gloves

16



Confidenfat

Cepwr mt ov Dayor AG
gg)c( z:g;eggcﬁziéit tho u.a ullhiilicn or distrnoutior,

Is only pemiitiod with the cansent
of Bayor AG.

PROCEDURES, OBSERVATIONS, DATA RECORDING AND COMPILATION

PROCEDURES -

MATING

After acclimatization, the females were paired overnight with sexually mature
males, in the ratio of 1 male: 1 female. The day on which spermatozoa were found

in the vaginal smear or a vaginal plug was observed was designated day O post
coitum.

ALLQCATION OF MATED FEMALES TO THE TEST GRQUPS

Group Maingroup Subgroup* Oose*~
Female Female mg/kg body weight
Numbers Numbers
1 1-25 101 - 110 0 (vehicle control)
2 26 - 50 111 - 120 10
3 51 - 75 121 - 130 30
4 76 -100 131 - 140 100

Subgroup females for determination of transaminase activity, liver weights
and liver histopathalogy.

** = Dose levels were chosen by the Sponsor.

METHQD OF ALLOCATION

Mated rats were assigned to the different groups using a computer-generated
random algorithm.

AOMINISTRATION
The test article was administered orally, by gavage, once daily in the morning
from day 6 through to day 15 post coitum. A1l groups received a dose volume of

10 ml/kg body weight, with a daily adjustment of the individual volume to the
actual body weight. Control’'animals were similarly dosed with the vehicle alone.

RATIONALE

International guidelines recognize the efficacy of oral administration.

VEHICLE AND CONTROL ARTICLE

Bi-distilled water with 0.5% Cremophor EL (BASF) was used as the vehicle for the
test article in the dose groups and was administered as the control article to
the females of the Control group.
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PREPARATION OF THE TEST ARTICLE/VEHICLE MIXTURES

The mixtures of the test article and vehicle were prepared daily befare
administration. SXX 0665 TECHNICAL was weighed intg a glass beaker on a tared
precision balance (Mettler PE 360) and the vehicle added (w/v). The mixtures

were prepared using a homogenizer. DOuring the daily administration period,
homogeneity was maintained using a magnetic stirrer.

ANALYSES OF THE TEST ARTICLE/VEHICLE MIXTURES

Concentration, homogeneity and stability of the test article/vehicle mixtures
were determined prior to the first test article administration. Samples were
taken immediately after preparation and again 2 hdurs later. During the dosing
period of this study, additional samples for confirmation of cancentration and
homogeneity were taken on one occasion. Analyses were performed by the RCC
Analytical Chemistry Labaratory using a method supplied by the Spansor. Results
of the analyses are attached (pp. 168 - 179).

OBSERVATIONS

. s s et g e

MORTALITY RATE
The animals were checked at least twice daily for any mortalities.

Any female sacrificed was subjected to macroscopic examination of the visceral
organs, with emphasis on the uterus and its contents.

SIGNS AND/OR SYMPTOMS

The animals were observed at least twice daily for signs of reaction to
treatment and/or symptoms of i1l health.

DATA RECORDING

FOOD CONSUMPTION

Food consumption of maingroup females was recorded on days 6, 11, 16 and 21 post
coitum and of subgroup females on days 6, 11 and 16 post coitum (see Data
Compilation, p. 21 / Data Processing, p. 21).

B0OOY WEIGHTS

Body weights of maingroup females were recorded daily from day O until day 21
post coitum and of subgroup females daily from day O until day 16 post coitum
(see Data Compilation, p. 21 / Data Processing, p. 21).

TERMINATION OF THE STUDY

On day 21 post coitum, the females were killed by Coz asphyxiation and the
fetuses were removed by Caesarean section.
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TERMINATION QF THE STuDY

The subgroup females were anesthetized by i. p. injectiocn of pentobarbitone
(Narcoren) and killed by exsanguisation on day 16 post coitum (after blgod
collection for clinical biochemistry). The pregnancy status of the females was
recorded and the livers were weighed and fixed in 4% formaldehyde solutian,
processed and examined histopathologically (see pathology report, pp. 124-161).

A1l gther tissues and argans were discarded.

The maingroup females were killed by CO0, asphyxiation an day 21 post coitum and
the fetuses removed by Caesarean section.

CAESAREAN SECTION AND POST MORTEM EXAMINATION

Post mortem examination, including gross macroscapic examination of all internal
organs, with emphasis on the uterus, uterine contents, position of fetuses in
the uterus and number of corpora lutea, was perfarmed and the data recorded. The
fetuses were removed from the uterus, sexed, weighed individually, examined for
gross external abnormalities and allocated to one of the following procedures:

1) Wilson’'s slicing technique* for examination of the viscera and brain. One
half of the live fetuses from each litter was fixed in a mixture of
ethyl alcohol, formaol and acetic acid. After examination the sections were
preserved in a solution of ethyl alcchol and glycerine (one fetus per
container). Descriptions of any abnormalities were recorded.

2) The remaining fetuses were placed in a salution of potassium hydroxide
for clearing and stained with alizarin red S (modified technique**). The
skeletons were examined and all abnormal findings and variations were
recorded. The specimens were preserved individually in plastic bags.

The uteri (and contents) of all females with live Ffetuses were weighed at
necropsy on day 21 post caoitum to enable the calculation of the corrected body
weight gain (see Data Processing).

If no implantation sites were evident, the uterus was placed in an aquegus
solution of ammonium sulfide*** to accentuate possible hemorrhagic areas of
implantation sites.

A1l tissues and organs except fetuses removed from animals killed at scheduled
necropsy were discarded.

Fetuses with abnormalities were photographed.

* = Wilson, J.G. (1965) in: .Teratology, Principles and Techniques,
J.G. Wilson and J. Warkany, €ds., The University of Chicago Press,
Chicago and Londan, pp. 265-277.

wx Dawson, A.B., (1926) Stain Techniques 1, pp. 123-124.
wwx Salewski, E., (1964) Arch. Exp. Path. Pharmak. 247, pp. 367-368.
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CLINICAL LABORATORY INVESTIGATIONS

GENERAL -

Blood samples for <clinical biochemistry were collected from 40 (10
females/group) nonfasted animals under light ether anesthesia. Blood samples
were collected from each animal between the hours of 7.05 and 7.42 a.m. to
reduce biological variation caused by circadian rhythms. Blood samples were
drawn from the retrcorbital plexus.

Blood sampling: at day 16 post coitum, 11/12 May, 1989.
CLINICAL BIOCHEMISTRY

The following anticocagulant were used during blood collection:
Lithium Heparin (140 U.S.P. Units).

The following commercial reference control was used to monitoer the perfaormance
of the method:

Seronorm (normal range)
Pathonorm H (high range)
(Nyegaard & Cao., Oslo/Norway)

The following methods were used to determine the values of the parameters
listed:

Parameter Method / Instrumentation Unit of

measure
Aspartate aminotrans- Kinetic measurement of the rate ukat/1
ferase of decrease in NADH (NAOH/LOH (37°C)
(ASAT/GOT) coupled reactian).

Method based on German Soc. faor
Clin. Chem. (DGKC) recommendations -
Eris Selective Multi-Test Analyzer
6170 (Eppendarf/01ympus)

Alanine aminctrans- Kinetic measurement of the rate ukat/1
ferase of decrease in NADH (NADH/LDH (37°C)
(ALAT/GPT) coupled reaction).

Method based an German Soc. for
Ciin. Chem. (OGKC) recommendations -
Eris Selective Multi-Test Analyzer
6170 (Eppendorf/01ympus)
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DATA COMPILATION ot BaY

Food consumptiorm; body weight, organ weight (subgroup females), macroscopic
examination data (subgroup females), clinical 1labaratory investigation data
(subgroup females) and Caesarean section data were recarded on-line and compiled
by computer. Data of individual skeletal examination of fetuses were recorded on
data sheets, transferred to and compiled by computer.

A1l other data were recaorded on data sheets and compiled manually.

DATA PROCESSING

Mean daily food consumption was calculated using the following formula:

Grams of food consumed per period

—— - = Mean daily food consumption
Days per period

Body weight gains of maingroup females from days 0-6 p.c., 6-11 p.c.,
11-16 p.c., 6-16 p.c., 16-21 p.c. and 6-21 p.c. were calculated.

Body weight gains of subgroup females were calculated from days 0-6 p.c.,
6-11 p.c., 11-16 p.c. and 6-16 p.c..

Corrected body weight gain was calculated using the following formula:
Body weight on day 21 post coitum

- Body weight on day 6 post coitum
- Uterus weight at necropsy on day 21 post coitum

= Corrected body weight gain.

For evaluation of the reproduction data, the following formulae were used:
- pre-implantation loss (%):

number of corpora Tutea - number of implantations

—— ---= x 100
number of corpora lutea
- post-implantation loss (%):
number of implantations - number of live fetuses
e e x 100

number of implantations
- sex ratio of males/females (%):
number of males/females

- x 100
number of live fetuses

21



T T e e e ——

Confidentlas
——-——‘—-_—_——

RCC PROJECT 236114 Copynent ::.‘/ B?Z(r"crtuci:".uunon
SXX 0665 TECHNICAL the uses P

{s cnly permidted with the consan
of Bayor AG.
DATA PROCESSING (CONT'D)

For the reproduc&ion data, group mean values were calculated both on a per dam
basts and on a percentage per group basis. Only dams with live fetuses on day 21
post coitum were included in the calculations.

Mean fetal weights were calculated from the individual fetal weights both on a
per group and on a per litter basis.

Computer-generated values in the tables represent the rounded-off results of
calculations which used the exact raw data values.

TERMINOLOGY USED IN THE ASSESSMENT OF THE DATA

Empty implantation site - very early resorption or aborted implantation

Embryonic resorption - amorphous mass being resorbed

Fetal resorption - clearly defined fetal body being resorbed

Dead fetus - appearance of live fetus but without
respiration or movement

Live fetus - breathing and/or moving fetus

Runt - small fetus (<2.5 grams)

(weight of a normally developed fetus, mean
over several years: 4.5 - 4.9 grams)

Abnormal finding - malformation and/or anomaly
Skeletal variant - variations in the number of ribs and degree
of ossification of phalangeal nuclei and/or
! sternebrae
ARCHIVING -

o
The following data and specimens were archived by RCC, Research & Consulting
Company AG, CH 4452 Itingen / Switzerland for at least 10 years:

protocol, report, duplicate of report, raw data of laboratory investigations,

fetal sections, skeletal preparations of fetuses and test article reference
sample.
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RESULTS

SUMMARY OF PERFORMANCE OF MATED FEMALES (MAIN GROUPS)

Graup 1 2 3 4
Dose (mg/kg) (Q) (10) (30) (100)
No. of mated females 25 25 25 25
Female nos. 1-25 26-50 51-75 76-100
No. of pregnant females 25 23(A) 24(8) 24(0)
No. of females with live 25 23 24 24

fetuses at termination

(A) = Female nos. 30 and 45 were non-pregnant.
(B) = Female no. 69 was non-pregnant.
(C) = Female no. 90 was non-pregnant.

Only dams with live fetuses at termination on day 21 post coitum were included
in the calculations of food consumption, body weight gain, corrected body weight
gain and reproduction data.

MATERNAL DATA

SIGNS OF REACTION TO TREATMENT AND MORTALITIES:

No signs of reaction to the administration of the test article were observed and
no deaths occurred during the course of this study.

FOOD CONSUMPTION (pp. 34 - 39):

In comparison with that of group 1 (vehicle control), mean food consumption was
reduced in all dese groups during the recarding period prior to test article
administration. Therefore, the comparisons were performed within the groups. The
results from these calculations showed a test article-related slight reduction
only in group 4 (100 mg/kg), during the first half of the treatment period (days
6 to 11 post coitum).

A1l other differences noted were considered to be incidental and not related to
test article administration.
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MATERNAL OATA (CONT’D)

BODY WEIGHTS (pp— 40 - 53):

The mean body weight gain corresponded to the foad consumption in all groups.

Test article-related slight effects were only noted in group 4 (100 mg/kg)
indicated by marginally reduced mean body weight gain also during the first half
of the treatment period (days 6 to 1l post coitum),

No further changes in body weight gain in group 4 or in groups 2 (10 mg/kg) and
3 (30 mg/kg) were considered tc be related to the administration of the test
article.

NECROPSY FINDINGS (pp. 90 - 93):

No abnormal macroscopic findings were noted in any female of any dose group
which were considered to be related to the administration of the test article.

REPRODUCTION DATA (pp. 54 - 59, 70 - 89):

There was a test article-related statistically significant increase in the post-
implantation loss in the dams of group 4 (100 mg/kg), caused by an increased
number of embryonic (statistically significant) and fetal resorptions.

The total loss amounted to 19.1 ¥ in comparison with 3.9 % in group 1 (vehicle
control). This significant post-implantation loss in group 4 alsc caused a
statistically significant reduction of the number of fetuses per dam.

A1l the other differences between the reproduction parameters of group 1
(vehicle control) and groups 2 (10 mg/kg) and 3 (30 mg/kg), were within the
normal range of varfation and were considered to be incidental (including the
statistically significantly increase of the post-implantation loss in group 3,
see historical control data pp. 180 - 195).

FETAL DATA

—— it e ot o e

EXTERNAL EXAMINATION (p. 60):

In group 4 (100 mg/kg), three fetuses were malformed. One fetus had
palatoschisis, one fetus had a shortened and constricted tail and one fetus had
palatoschisis, dysplastic lower jaw, arthrogryposis (both fore paws) and most of
the claws of the fore and hind paws were missing. Further, there was a runt
(body weight: 2.4 grams).

In both the Control group and group 3 (30 mg/kg), there was a runt (bady weight:
<2.5 grams).

No abnormal findings were noted in the fetuses of group 2 (10 mg/kg).

llllIIllIlllllIllllllllllllIllIlllllllllIllllllIIl—lIIIIIlllIlllIlIIIIIIIIllIIlIlIIlllllllllllllllllllllll
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FETAL DATA (CONT'D)

SEX RATIOS (p. 55):

The sex ratio of fetuses in the vehicle control group was similar to those in
the dose groups.

BOOY WEIGHTS (Group mean p. 55; Litter mean pp. 66 ~ 69;
Individual pp. 74 - 89):

Mean fetal baody weights were similar in all groups. However, as a result of the
increased post-implantation loss and consequent reduction in the number of
fetuses per dam in group 4 (100 mg/kg), a slightly higher mean fetal bocdy weight
could have been expected because of the reduced intralitter competition in this
group. '

VISCERAL EXAMINATION BY WILSON TECHNIQUE (p. 60):

No abnormal findings were nated in the 139 fetuses of group 1 (vehicle control),
the 123 fetuses of group 2 (10 mg/kg) or the 127 fetuses of group 3 (30 mg/kg).

In group 4 (100 mg/kg), one of the three malformed fetuses was examined by
Wilson technique. In this fetus (no. 336), the palatoschisis was confirmed. No
further abnormal findings were noted and no abnarmal findings were noted in the
other 111 fetuses of this group.

SKELETAL EXAMINATION (ABNORMAL FINODINGS, p. 61):

The type and frequency of abnormal findings gave no indication for test article
specific effects. The following incidental abnormal findings were noted:

Group 1 (vehicle control):

8/156 fetuses (5.1 %) from 4/25 litters (16.0 %) had wavy ribs (one fetus with
additionally incompletely ossified cranium).

Group 2 (10 mg/kg) and 3 (30 mg/kg):

No abnormal findings were nated in the 137 fetuses of 23 litters and in the 144
fetuses of 24 litters.

Group 4 (100 mg/kg):

3/125 fetuses (2.4 %) from 3/24 litters (12.5 %) had different findings. One
fetus had one bipartite lumbar vertebral body, one fetus had two supernumerary
ribs on the left and right side and in one fetus with abnormal findings noted
during external examination (palatoschisis, slightly edematous, dysplastic lower
jaw, arthrogryposis and missing claws) these findings were confirmed and
additionally a curved radius of the right fore leg was ascertained.
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FETAL EXAMINATION (CONT'D)
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SKELETAL EXAMINAFION (STAGE OF DEVELOPMENT, pp. 62 - 65):

A dose-related increase in the incidence of fetuses with supernumerary ribs was
evident in groups 2 (10 mg/kg), 3 (30 mg/kg) and 4 (100 mg/kg). The differences
in caomparison with that of group 1 (vehicle control) attained statistical
significance on a fetus basis as well as on a litter basis.

Far group 2 (10 mg/kg), no other differences were considered to be test article-
related. The few further significant differences were within the normal range of
variation and considered to be incidental.

In groups 3 (30 mg/kg) and 4 (100 mg/kg), there were a few statistically
significant differences in comparison with group 1 (vehicle control). In group
3, the significances in skeletal development were caused by a higher stage as
well as by a lower stage of ossification. Because no trend was ascertained,
these differences were considered to be incidental. For group 4, the
significances were, with two exceptions, caused by a lower stage of
ossification. These findings were considered ta be a test article-related
effect.
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STATISTICAL ANALYSIS REPORT

SUMMARY -

The food consumption values were significantly reduced in the group 3 animals
between days 11 and 21 and in the group 4 animals between days 6 and 21 p.c.

On the basis of dams with live fetuses the group 3 animals showed significantly
increased post-implantation loss and embryonic resorptions, the group 4 animals
shaowed significantly 1{ncreased post-implantation loss, embryonic and fetal
resaorptions and significantly reduced total fetuses in groups 3 and 4.

A 1ot of significant differences were noted in the skeletal findings between the
control group and all treated groups based on individual fetuses and only some
significant differences on a litter basis.

There was no further statistical evidence for differences between the treated
groups and the control group.
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STATISTICAL ANALYSIS REPORT

METHOOS

The following statistical methods were used tg analyze body weights, food con-
sumption, reproduction and skeletal examination data:

Univariate one-way analysis of variance was used to assess the
significance of intergroup differences.

If the variables could be assumed to follow a normal distribution,
the Ounnett-test (many-one t-test), based on a pooled variance
estimate, was applied for the comparison between the treated groups
and the control group.

The Steel-test (many-one rank test) was applied when the data could
not be assumed to follow a normal distribution.

Fisher’s Exact test for 2x2 tables was applied 1f the variables
could be dichotomized without loss of information.

Individual values, means, standard deviations and t-statistics were rounded off
before printing.

References:

C. W. Ounnett, A Multiple Comparison Procedure for Comparing Several
Treatments with a Control, J. Amer. Statist. Assoc. 50,
1096-121 (1955).

Rupert G. Miller, Simultanecus Statistical Inference, Springer Verlag,
New York (1981).

Fisher, R.A. Statistical Methods far Research Warkers, Oliver and Boyd,
Edinburgh (1950).
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STATISTICAL ANALYSIS REPORT

RESULTS —

Only statistically significant results were reported. Unless stated otherwise,
the test applied was the many-one t-test (Ounnett), based on a pooled estimate
of the variance, and the significance level was 5%.

FOOD CONSUMPTION QF DAMS

The following significant differences between the control group and the treated
groups were observed :

- The group 3 animals showed significantly reduced food consumption
values between days 11 and 21 p.c.. :

- The group 4 animals showed significantly reduced food consumption
values between days 6 and 21 p.c..
BODY WEIGHTS GF DAMS
There were noted no significant differences in the body weights between the
control group and the treated groups.
CORRECTED BOOY WEIGHT GAIN OF DAMS
There were noted no significant differences in the corrected body weight gain
values between the control group and the treated groups.
REPRODUCTION DATA
According to Fisher's Exact test the following significant differences between
the control group and the treated groups based on dams with live fetuses were
observed :
- The number of post-implantation 1losses (in % of implantation
sites) and the number of embryonic resorptions (in % of
implantation sites) in animal groups 3 and 4 were significantly

increased.

- The number of fetal resorptions (in % of implantation sites) was
significantly increased in animal group 4.

- The number of total fetuses (in % of implantation sites) was
significantly reduced in animal groups 3 and 4.
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STATISTICAL ANALYSIS REPORT

RESULTS -

WEIGHTS OF LIVE FETUSES

There were noted no significant differences between the control group and the
treated groups.

SKELETAL EXAMINATION

On individual fetuses basis there where noted a lot of significant differences
between the control group and all treated groups.

On a litter basis there where noted only saome significant differences between
the control group and ali treated groups.

The details will be shown in the skeletal examination summary report itself.
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SUMMARY OF PERFORMANCE OF MATED FEMALES OF THE SUBGROUPS FOR CLINICAL LABORATORY
INVESTIGATIONS AND FOR DETERMINATION OF LIVER WEIGHTS AND LIVER HISTOPATHOLOGY

Group 1 2 3 4
Dose (mg/kg) (0) (10) (30) (100)
No. of mated females 10 10 10 10
Female nos. 101-110 111-120 121-130 131-140
No. of females with live 9(A) 9(8B) 10 10

embryos at termination

(A) = Female no. 110 was non-pregnant.
(B) = Female no. 119 was non-pregnant.

Only dams with live embryos at termination on day 16 post coitum were included
in the calculations of food consumption and body weight gain.

MATERNAL DATA

s e e o ity

SIGNS OF REACTION TO TREATMENT AND MORTALITIES:

No ‘deaths occurred during the course of this study and no signs of reaction to
treatment were observed.

FOOD CONSUMPTION (pp. 95 - 98):

The mean food consumption corresponded to the mean food consumption of the main
groups. Only in group 4 (100 mg/kg), the slight reduction during the first half
of the treatment period (days 6 to 1l post coitum) was considered to be a test.
articie-related effect.

BODY WEIGHTS (pp. 99 - 104):

As noted for the food consumption, only in group 4 (100 mg/kg) the body weight
development was considered to be affected by treatment with the test article.
During the first half of the treatment period (days 6 to 11 post coitum), the
mean body weight gain was marginally reduced.




RCC PROJECT 236114
SXX 0665 TECHNICAL

MATERNAL OATA (CONT’D)
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NECROPSY FINDINGS (pp. 118, 119):

A1l females were necropsied on day 16 past coitum after blocd collection. No
abnormal findings were noted in any female of any group.

REPRGOUCTION DATA (pp. 105, 106):

In comparison with that of the vehicle control group, the post-implantation loss
of group 4 (100 mg/kg) was slightly increased. This finding was considered tc be
test article-related because at this dose level the post-implantation loss in
the dams of the main group was also increased.

CLINICAL BIOCHEMISTRY (pp. 107 - 113):

The assessment of plasma transaminase activity (ASAT and ALAT) on day 16 post
coitum indicated no treatment-related changes between control and treated female
rats.

ORGAN WEIGHTS (LIVER ONLY) AND ORGAN BGDY WEIGHT RATIOS (pp. 114 - 117):

The liver weights and the liver weight/body weight ratios were increased in all
dose groups and attained statistical significance for both parameters in group
4. In comparison with the mean liver weight i{n the vehicle control, the
differences amounted to 7.1 % in group 2 (10 mg/kg), to 1.1 ¥ in group 3

(30 mg/kg) and to 14.4 % in group 4 (100 mg/kg).

PATHOLOGY DATA (LIVER ONLY) - (see Repart pp. 124-161):

Inflammatory cell foci were noted in rats of all groups. In group 4 (100 mg/kg),
the severity of these lesions was increased when compared with Control rats and
rats of groups 2 (10 mg/kg) and 3 (30 mg/kg).

The following findings were only noted in rats of group 4 (100 mg/kg):
centrilobular hypertrophy (6 rats), centrilobular fatty change (7 rats) and
periportal fatty change (2 rats).
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TABLES AND FIGURES (MAIN GROUPS)
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10 2 2 2 25
1 2 2 2 2
12 19 2 2 3
13 2 2 i 26
14 2 2l 2 5
15 20 2 24 A
16 19 2 2 2
17 &) 2 2% 7
18 19 19 k| 2
19 18 17 19 19
20 sl 2 2 il
2 18 18 2 19
2 2 2 2 24
A 18 19 2 u
7 2 19 2 2

23 19 14 U A3




SXX 0665 TECHNICAL | 01-JUN-89
DAYS P.C.

FOOD CONSUMPTION (G7raNImaL/ Davy)>

GROUP 2 (10O MG /- KGO

ANINAL DAYS -
HUMBER 0-4 T4t 11-16 16-21
24 20 20 22 24 M
27 20 2 23 23 .+ by Bayer AG
28 18 18 18 23 ?hoop‘f,::l.:;:i’:s ’.!?»‘y}'\ or dlatripution
29 20 2 20 23 13 criy A tigee nth UV consert
0« 19 19 14 16 of Tt Fia
k) 19 19 20 22
2 2 23 23 23
13 19 20 20 22
KL 18 19 19 2
33 18 A 2 24
34 19 2 2 24
37 17 7 18 22
18 20 22 22 24
k)l 19 20 21 22
40 19 20 2 23
4 17 17 18 20
42 20 20 3 24
1] 21 A 2 23
44 3l 2 22 24
45 ¢ 18 17 14 12
44 2 2 rA 25
47 19 20 23 U
48 20 2 23 v
49 19 19 2 2
50 20 19 23 23

(¢) Animal nat coasidered for evaluatien
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SXX 0665 TECHNICAL ) 01-JUN-87

DAYS P.C.
FOOD CONSUMPTION <G /ANIMAL. DAY

GROUP 3 (30 MG/-AKGO

ANINAL paYsS -

NUNBER 0-4 ~4-1l 11-14 16-21
5t 18 A 20 24
32 18 19 19 2
33 19 19 17 17
54 19 20 18 20
33 20 2 22 2
36 19 20 20 2
57 18 13 19 19
54 18 18 19 rak
59 2 U 2 24
40 2 2 A PA|
61 19 19 20 22
62 20 2 2 2

( 63 19 19 2 2
64 19 U 2 22
63 2L r& 2 2
b4 19 14 20 s
67 20 20 U a4
48 2 u 22 2
67 ¢ 20 A 19 13
70 18 19 17 19
n 20 18 44 4}
72 2 2 2 3
n 2 2 A 2
7 U 2 3 2
3 20 18 2 2

(¢) Animal not considered for evaluation

N
«.3



5Xx 0665 TECHNITAL 01-JUN-89
pavys P.C.
FOOD CONSUMPTION (G rANIMaAL. /DAY

GROUP 4 <100 MG rKG>

ANINAL DAYS -

NUNBER 0-4 - &-11 11-14 16-21
74 ral U 24 26
1 19 18 22 26
78 20 U 21 3
79 14 18 ad 2
80 19 18 20 23
8L 19 17 17 19
82 19 18 20 17
83 u 19 A 2
84 17 17 18 19
8s V&i 2 rX| r£|
84 U 44 20 24
87 U 20 22 23
L 18 18 2 Fal
87 18 20 2 2
90 ¢ 14 16 4 15
n 20 17 20 2
92 17 17 19 18
k| 14 17 A 19
94 17 i 19 2
93 A 18 20 2
% 19 17 21 18
97 20 17 2 2
99 19 19 22 74
99 2 U 23 23
100 U 19 A 23

(¢} Animal not considered for evaluatian



RCC PROJECT 236114
SXX 0665 TECHNICAL

DIFFERENCES IN FOOD CONSUMPTION OF DAMS, MEAN (G/ANIMAL/#AY) MAIN GROUPS

Group Days post coitum
0-6 6 - 11 11 - 16
(mg/kg) g (%) g (%) g (%)
1 20.1 20.5 (+2.0)* 22.2 (+10.4)~
)
2 19.2 20.1 (+4.7)* 21.4 (+11.5)"
(10) (-4.5)*" (-2.0)** (-3.6)
3 19.7 20.1 (+2.0)* 20.9 (:f-l)*
(30) (-2.0)** (-2.0)** (-5.9)
4 19.5 18.7 (-4.1)* 20.7 (:f.z)*
(100) (-3.0)"" (-8.8)** (-6.8)
Group Days post coitum
6 - 16%** 16 - 21
(mg/kg) g (¥ g (%)
1 21.4 (+6.5)* 23.5 (+4-9)°"
(0)
2 20.8 (+8.3)" : 22.9 (+17-3)"
(10) (-2.8)** : (-2.6)""
3 20.5 (+4.1)* : 21.9 (sir--2)"
(30) (-4.2)* : (-6.8)""
4 19.7 (+1.0)" : 21.7 (si- 3"
(100) (-7.9)** : (-7.7)~"

* = Percentages refer to the values of the pre-dosing ;,;riod.

** = Percentages refer to the values of group 1.

*** = The calculations of food consumption and body weigr+ 93in during the
treatment period started on day 6 post coitum (immesiately prior to the
first administration) and ended on day 16 post coi%-# (approximately 24
hours after the last administration).

39
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SXX 04665 TECHNICAL : 01-JUN-B9

BODY WEIGHTS 0OF DAMS P . C.
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SXX ¥BsS TECHNICAL 21-TUN-9®
BODY WEIGHTS 0OF DaMs P . C . (GRaAaM)>
GrROUP a1 <0 MG/KG>
ANTHAL DAYS P .C. .
NUPBER 0 1 2 3 1 § 6 I g P 0 1t 12 13 14 15
t A7 U 24 19 28 232 WS 34 23 244 243 245 L 253 280 249
2 202 202 207 A2 U2 U4 U7 20 223 015 W7 9 14 39 M5 9
3 22 217 222 229 230 234 236 239 249 248 292 254 240 47 7 ™0
4 06 211 A5 9 222 UY WS WB 23 W1 238 244 14 282 54 %%
b 200 210 28 222 20 225 228 230 230 236 242 247 252 281 258 284
& 211 218 224 228 229 235 230 234 240 244 247 S0 294 57 %S 248
7 200 20 A4 245 A7 223 23 225 231 233 741 241 249 293 296 244
] 205 208 20 242 26 29 20 225 231 230 235 2437 244 247 54 244
9 209 2L 26 26 224 225 229 228 3B 240 242 241 243 248 255 243
10 249 225 230 229 234 236 240 243 244 247 252 257 %9 22 W% M4
11 09 217 223 285 26 230 233 237 241 243 250 252 24 us v o
12 200 206 209 209 212 215 A8 220 A 229 28 233 240 245 50 4
1 243 AS 220 223 227 229 38 238 240 245 247 254 2% 265 20 Ut
14 192 201 201 201 201 208 21 243 U7 A& 21 228 232 28 2445 248
13 195 200 204 208 212 214 220 225 227 231 W4 242 244 90 286 243
16 197 199 203 203 206 207 212 21S 214 A8 223 227 31 24 M40 249
17 226 228 231 239 246 247 258 263 20 285 270 277 82 290 96 97
8 25 AT 219 24 225 29 9 AL 235 W7 4L 248 %4 %% 283 o
19 200 201 204 205 208 212 U4 27 220 U? 24 230 24 231 W5 Mt
20 204 206 208 21 24 27 220 224 226 227 233 238 441 14 292 %7
21 203 207 209 2L A9 219 23 222 228 233 240 243 249 50 L %7
2 22 A& W2 NS 27 31 17 U0 29 47 230 2L 299 20 WL L
A 204 208 212 U9 U4 222 224 226 233 235 240 245 282 /4 81 19
24 200 25 s 28 A8 28 23 223 7 29 WS 239 243 48 22 293
25 202 204 208 209 A4 219 220 223 223 224 233 237 241 243 183 %34
HEAN 207 AL AUS AT 220 223 27 229 232 235 240 244 248 232 158 263
ST.DEV. 78 746 84 95 98 97 105 107 10.2 1.3 1.0 1.3 110 2.t 126 120

£>



B I,
SXX 04&S TECHNICAL . 01-JUN-BY

BODY WEIGHTS OF DAMS P . C . (GRAM)>

GROUP 1 <O MG r/KG>

ANTHAL DAYS P C. -

NUNBER 1 17 18 19 20 A
1 8L 295301 39 332 3
2 26 %8 277 85 K9 309
] 294 306 3t 33 46 340
I 5 26 192 W05 6 3%
5 6 2268 300 S 333 I3
5 278 290 299 33 NS 333
7 75 280 293 308 IS 30
8 1 W 92 306 W
9 69 2681 293 301 7 I3t
10 84 294 05 U3 W I
1 81 295 307 309 8 338
12 5 27 92 M n W
13 83 291 307 M2 32 343
14 3 S 29 W 01 33

i 15 2 8/ M5 03 37 38
: 14 4 25 80 27 301 313

17 A0 0 ! O3 B I
18 24 84 299 304 320 3
19 250 255 %1 U2 W6 20
20 6 21 91 2% 3w 8
A 72 U5 90 M w2 A
2 89 92 307 M3 3 IS
23 78 78 295 306 & 38
2 269 267 282 290 99 309
A %5 272 208 298 08 3V

HEAN 273 282 5 N5 W IM

ST.DEV. 134 143 142 144 151 179



—_— = A

SXX 0665 TECHNICAL

01-JUN-89

BODY WEIGHTS OF Damrs P . C . CGRAMD

GRQOQUP 2 <10 MG /-rKG»

ANIRAL pays #.C. .

NUMBER 0 { 2 k| 4 b) 4 7 g 0 1 12 13 181
2 215 6 20 229 227 231 233 237 238 242 243 249 S2 260 4 432
27 27 A8 220 226 229 230 234 235 236 249 249 250 256 242 S 74
28 203 203 208 211 A0 216 24 222 22y Y W6 229 234 2 8L 48
29 190 198 205 202 207 210 212 214 28 220 224 225 24 229 3L 273
30 ¢ 193 1% 203 206 204 210 209 211 214 213 218 245 210 211 2L 209
ki 197 198 205 206 210 214 245 219 24 225 2% 24 24 36 245 250
2 199 200 208 211 215 217 AUY 228 227 29 233 4 240 245 249 2§57
33 05 2l U4 26 223 26 223 233 236 236 4L 247 45 249 252 242
H 203 208 212 216 A5 A9 A9 223 223 230 231 235 239 242 246 20
S 200 205 209 20 213 AS U4 223 230 226 231 239 242 247 249 240
3 194 197 208 207 207 214 22 219 223 222 229 230 238 239 244 290
37 190 191 195 201 200 205 206 210 208 212 215 A8 224 229 29 W
38 209 209 A5 A7 2t 23 226 230 24 237 240 247 256 2S&6 282 249
39 203 200 24 26 217 222 223 227 226 230 39 238 244 51 %46 4t
40 A4 26 A9 224 16 WL 7 W M2 244 250 282 256 4 287 28
41 192 193 197 200 201 208 209 211 213 214 224 224 226 229 238 243
2 A4 22 U7 W22 2t 28 231 B4 1 2035 737 239 244 257 259 248
43 194 2001 206 205 210 2L 214 214 2SS U8 221 230 229 215 242 245
44 09 22 212 222 221 2227 228 214 236 239 244 7S] 248 241 285 274
45 ¢ 204 204 210 208 213 26 217 218 220 219 223 AU 26 20 211 4
44 230 229 232 237 239 241 04 249 2S¢ 293 242 270 274 279 282 285
4 190 195 197 203 208 205 208 212 AS 219 223 236 239 244 247 97
48 26 28 23 28 232 234 239 236 239 246 46 297 258 285 272 4t
49 196 200 207 209 2ty 212 A4 U9 221 25 227 23§ 239 2144 2% 292
50 200 203 209 213 24 222 223 2% 228 228 229 240 239 2145 24 56

TEAN 204 206 211 24 U6 20 222 26 28 23t 234 239 243 248 292 %9

ST.0EV. 103 95 88 99 99 99 108 101 105 114 11.5 12.3 117 13.2 12.8 1315

{ ¢) Female not considered for evaluation

ggﬂﬁggr-‘!% « AG
t by Baye
&im{,:ihuﬁ;{sauon or cﬂ-tm:u;lsc‘)::1 ‘

is only permitted with the co!

of Bayer AG.
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SXX 0665 TECHNICAL | 01-JUN-89

BODY WEIGHTS 0OF DAMS P .C. (GRAM)>

GROUP 2 (10 MG/, KG>

ANINAL DAYS P.C. -

NUMBER 1 17 18 19 2 U
26 282 295 U5 U 38 M6
27 84 299 305 U9 33 343
28 283 23 w2 29 90 305
2? 237 242 & 249 45 258
30 ¢ 2 AL A3 A6 U3 20
3t 260 262 275 8 292 309
2 264 271 780 286 298 309
K| 267 283 292 303 39 32
kL] 260 266 278 297 297 306
K] 26 275 W3 297 M2 IS
kL 63 274 85 298 309 319
37 247 256 249 W2 92 3w
k| 278 291 30S 320 332 346
39 273 84 294 307 320 33%
40 280 292 308 38 3 3
4 247 %6 W6 U3 W
42 277 W/ 297 304 34
43 9 W4 279 W 29 312
44 285 29 313 3 34t 350
43 ¢ 22 AL A5 4 s U
4% 297 304 319 7 M IV
4 %6 277 08 94 s 19
L] 88 297 3z 3 M0 3w
9 66 U4 W5 297 308 319
30 26 213 89 294 14 I

HEAN %8 277 89 299 3L 33

ST.DEV. 14.6 16,3 183 194 223 2.4

(¢) Femle not considered for evaluatien




SXX 0655 TECHNICAL

BODY WEIGHTS OF DamMs

GROuUr 3 (B0 MG/ KG>

ANIMAL DAYS P.C. .

NUNBER 0 1 2 3 4 b 4 l 8
b} 204 207208 22 23 U9 29 20 223
52 207 28 23 24 28 229 W0 24 W7
33 138 194 202 202 200 205 204 209 243
54 198 202 207 210 203 208 209 218 220
33 a3 A3 AY 6 w8 29 B3t 23 w7
34 191 196 202 208 207 210 24 218 26
57 194 199 200 202 204 204 205 209 22
54 199 202 202 208 242 22 A3 248 20
59 23 Us 20 W W W9 137 2138 M0
40 8 223 28 27 W1 233 M0 44 4t
61 190 196 197 199 200 206 209 22 209
42 05 213 A8 21 23 2 2% 9 1t
63 196 200 205 206 209 212 25 28 4
44 190 195 199 199 203 206 215 216 24
63 A7 22 W3 7 28 735 35 24 39
64 196 201 204 205 208 22 A7 28 A8
47 06 208 23 A7 us UB 26 29 9
63 203 00 24 2 W 1 7 40 43
47 ¢ 09 21 A4 27 2 2 WL W S
70 02 203 206 210 24 220 A9 24 30
n A0 212 26 W4 2w e w7 W W
72 20 21 229 232 237 M0 4L 244 143
1 31 231 240 243 250 250 256 257 83
74 AV S R4 NS W X B A Rk L4
73 207 26 AT U8 2 w4 2w w

HEAN 205 20 A3 A6 U8 W 24 W 9

ST.0EV. 1.3 111 113 115 12,9 129 13.0 12,4 132

{ ¢) Female not considered for evaluatian

P

9

228
238
214
221
242
22
215
221
243
244
212
23
22
219
244
21
23
248
236
228
2
rall
264
47
3

232

. C .

10

229
239
28
227
246
225
2
222
245
249
214
240
22
228
31
223
234
249
236
Pl
234
259
267
245
4t

238

L

37
243
219
224
230
228
217
227
233
234
219
243
229
229
259
230
240
233
242
23
238
259
n
235
237

240

01-JUN-87

CGRAM>

12

238
244
224
233
232
23
223
231
25

254
3
244
232
230

259

235
244
Pt
235
241
245
262
279
260
241

244

13

241
233
226
232
260
237
232
R
261
262
227
244
233
235
264
240
249
260
241
248
299
n
28]
267
241

244

4

252
257
229
234
268
240
233
218
283
iy
213
234
239
242
248
43
54
263
244
247
233
275
290
270
241

253

13

254
266
224
24
278
247
247
244
273
268
238
263
243
243
276
248
260
278
244
253
57
N1
293
2N
231

239

135 141 149 140 153 157 151



SXX 0665 TECHNICAL . 01-JUN-89
BODY WEIGHTS OF DAMS P . C . (GRAM>

GROurP 3 (B0 MG - KG>

ANTHAL JAYS P.C. .

NUNBER % 17 18 19 20 A
51 63 27T 8L 2% 303 39
32 1 U6 293 303 320 330
13 238 247 298 48 274 288
34 249 L 273 86 291 304
b 283 299 34 34 344 4
36 34 263 5 298 296 3t
57 28 20 279 282 29 304
L 254 %L T W 98 3
59 81 293 307 324 330 345
60 8L 288 300 311 37 3IHM
4l U9 25 U8 4 283 W7
62 272 280 300 305 318 333
63 W/ W™ ULy w07
64 259 %3 778 284 295 M0
63 287 295 312 34 37 MS
b4 239 264 278 288 298 308
&7 269 276 208 300 3L 3%
48 288 297 305 313 330 390
69 ¢ 244 40 2% 05 238 22
70 262 267 284 298 308 308
n 282 275 90 99 3 37
72 /4 291 297 08 37 38
3 02 109 320 39 M43 9
4 294 300 315 328 345 350
73 238 248 4 291 302 35

MEAN %7 76 289 299 310 343

ST.DEV. 168 169 17.2 17.4 19.2 184

(+) Female nat considered for evaluation
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SXX 06565 TECHNICAL G1L-IUN-89

BODY WEIGHTS OF DamMs p .. (GRAM>

GROUP 4 {100 MG - KG>

ANIHAL pays p.C

NUMBER 0 ) 2 3 4 3 6 7 g 9 10 u 12 93 w1
76 A7 26 W M W W W W 2% 13 4 246 %0 51 257 241
7 A7 Al 2wz 13 w7 23 W3 R W W 70 18 24 49 %2 3
73 09 A2 AUs AUT 20 24 W 20 QI 2% 37 45 g4 250 258 26
79 00 204 27 20 29 A A8 A5 AY w2 25 73 2% U1 s 257
80 As A7 w24 27 29 W WM WS M0 47 o5 5 59 U6
8L 0z 201 208 210 A3 A W AT A7 W 24 27 9 26 40 M
82 03204 U3 A2 A2 W A W W 2B 27 7 23 242 5L
83 18 079 AL U4 s A A9 W A 24 23 2 M 240 249
84 192 196 200 202 205 206 205 25 8 A3 2 213 28 20 20 21
a3 200 225 233237 29 24 M6 22 34255 0 262 29 273 279 983
84 26 29 0L D1 233 W M M6 M6 M3 5 257 281 265 243 75
87 24023 24 A5 20 22 28 2 WS WL 245 W 157 242 263
88 A0 29 29 21 28 28 29 28 W 26 19 M7 9 5 3
89 199 200 200 202 206 208 20 09 AL AT AT 25 25 25 7 2%
90 ¢ 191 195 197 202 204 205 AL A2 4 AS a3 214 20 209 231 24
91 21 w5 w6 B 2 235 28 W9 15 WS W 150 250 257 248 270
92 192194 197 200 202 204 208 20 209 22 22 28 49 24 1w 278
93 A2 28 219 222 23 W8 W W W WS 2@ 244 53 55 22 1
94 198205 203 28 207 21 A4 20 AT 24 W 1S 17 4L 149 250
95 A0 AUS 2 222 Q7 N9 W W WI 24 238 248 1L 257 2l 282
9% 195 196 200 202 205 209 20 A4 A3 U9 20 32 20 293 239 739
97 A8 AT 26 29 W 34 235 1S M 27 W& 48 149 258 267 2%
98 AL 26 A8 21 QI 25 08 W0 230 232 BT 42 45 249 254 258
99 A3 A7 W2 W 0L 2 236 19 240 M5 46 258 260 266 289 204
100 A4 2T 2 7 W /4 W/ ML W2 WL 1§ 53 57 257 6L 246
HEAN 08 21 25 A8 20 23 26 27 28 B M 40 W3 47 253 258
ST.DEV. 91 9.6 103 108 100 101 106 122 12,3 107 12.8 131 114 140 141 147

( ¢) Female not considered for evaluation

Confidential

- e

Copyright by Bayer AQ

the usa, utillzation or diwtribution
i3 oniy pormittec with the conrent
of Bayzr AG.
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SXX 0465 TECHNICAL 01-Tun-a9

BODY WEIGHTS OF DaAaMS P . C. CGRAMD

GRAOQUP 4 <100 MG rKG>

ANINAL pays p.C. .

NUMBER t6 17 18 19 0 U
74 270 278 29t 294 302 W
7 270 285 300 33 333 34
78 273 292 300 308 32t M
79 61 286 74 285 292 301
80 276 283 30t 3w 3 3
81 97 2wt 276 91 299 309
82 2% 22 M3 U9 w7 298
a3 231 2399 274 279 293 309
84 26 225 830 234 33 23
83 92 300 302 35 e
84 81 292 306 N7 N9 M
87 276 282 9% S 30 33
ag 8 285 300 306 37 IN
89 243 249 285 264 9 283
90 ¢ A5 20 AT A4 AL 24
91 278 W5 298 305 UL U
92 7 252 %63 7L 78 WS
93 283 286 305 30 330 3
94 9 72 4 /4 06 318
93 277 293 301 8 3¢ M9
9% 47 253 259 %8 s 286
97 277 W6 9L 301 308 37
98 271 211 84 292 05 06
9 290 289 308 320 e W
100 75 280 289 304 37 343

HEAN 7 4 W& 295 W& 314

ST.0ev. 16.2 17.3 19.6 209 43 %1

{ *) Female not considered for evaluation

P&
CcOo




RCC PROJECT 236114 CAE-CBWG - 1
SXX 0665 TECHNICAL Confidential 06-JUN-89
e s,
Copynght ty £aye. ~
C O R R ECT ED 80 DY W E I GHT GA I N the ucos ulilizenoe Ll L Laun
G R O U P 1 ( O MG / K G ) Is only pormitted wun the consant
of Bayer AG.
WEIGAT ON WEIGHT ON DAY WEIGHT OF CORRECTED WEICHT GAIN
FEMALE DAY 6 P.C. OF SECTION UTERUS GRAMCL> PERCENT(2>
1 235 348 84.3 22.5% 9.6
2 217 309 62.1 29.9 13.8
3 236 360 90.2 33.8 13.3
4 225 326 82.6 18.4 8.2
5 228 335 92.2 1a.8 6.5
4 230 333 85.3 17.7 7.7
7 223 331 76.3 31.7 1a.2
8 220 331 72.7 33.3 17.4
9 229 331 71.1 30.9 13.5
10 240 332 70.7 21.3 8.9
11 233 338 67.7 37.3 16.0
12 218 321 79.8 23.2 10.7
13 218 343 68.3 36.7 15.8
14 21 313 78.1 23.9 11.3
15 220 328 78.5 29.3 13.4
16 212 313 84.7 16.3 7.7
17 238 376 82.6 35.4 13.7
18 229 327 741 23.9 10.a
19 214 287 37.3 15.93 7.3
20 220 318 84.3 13.7 §.2
- 21 223 311 aL.3 6.7 3.0
22 237 333 74,1 23.9 10.1
23 224 318 79.8 1.3 6.4
24 223 309 69.2 16.3 7.3
23 220 317 72.5 24.5 11.1
N 23 25 23
MEAN 77.0 24.0 10.6
ST.DEV. 8.6 8.6 3.7

CEXY : Animal Excluded from Evaluation
¢1> : (Weight on Day of Section) - (Weight on Oay 6 P.C.) - (Meight Uterus)
<2> : Corrected Weight Gain in Percent of Welght on Cay 6 P.C.

- SIS e e



RCC PROJECT 236114 CAE-CBWG - 2
SXX 0665 TECHNICAL C6-JUN-89

CORRECTED BODY WEIGHT GAIN
GROUP 2 (10 MG/KG)

WEIGHT OGN WEIGHT ON DAY WEIGHT OF
FEMALE OAY 6 P.C. 0F SECTION UTERUS Gagazqicrm HEIg:;Cg:ﬂZ)
26 233 346 93.0
27 23a 343 85.9 52'? 13:;
28 216 303 16.3 78.3 36.3
29 212 258 37.6 -11.% Z5.s
30 CEXD ) ’
31 215 309 66.9
32 219 308 63.0 %0 s
33 223 326 79.9 23.1 10.a
3a 219 306 1.6 15.4 7.0
33 216 325 79.9 2901 13.5
36 212 319 77.3 29.3 13.9
37 206 307 79.a 21.6 10.5
38 226 346 89.7 30.3 13.a
39 223 336 8a.5 28.S 12.8
0 237 339 86.3 15.5 6.3
a1 209 302 74.7 18.3 8.7
a2 231 331 67.9% 32.3 1a.1
a3 214 312 74,1 23.9 11.2
aa 2128 330 100.a
a3 CEX> 2L 73
a6 246 337 79.3 31.5 12.8
a7 2038 319 86.0 25.0 12.0
a8 239 337 85.0 13.0 5.3
a9 216 319 72.7 30.3 1.0
50 223 317 62.2 31.8 1a.3
N 23 23 23
MEAN 73.1 25.3 11.3
ST.OEV. 17.3 1a.9 6.9

CEX> : Animal Excluded from Evaluation
¢1> : (Weight on Oay of Section) - (Weight on Day 6 P.C.) - (Weight Uterus)
<2> : Corrected Weight Gain in Percent of Weight on Day 6 P.C.



RCC PROJECT 236114 .
CAE-CBHG - 3
SXX 0665 TECHNICAL 06-JUN-89

CORRECTED BODY WEIGHT GAIN
GROUP 3 (30 MG/KG)

WEIGHT ON WEIGHT ON OAY WEIGHT OF
FEMALE DAY 6 P.C. aF SECTION UTERUS caiﬂ’lifcm nsxgg;cgairzz)
51 219 319 69.7
52 230 330 7a.3 22{ 129
53 204 288 72.3 1.7 5.7
sa 209 30a 71.5 233 11.2
53 231 347 95.7 20.3 a.s
56 214 311 753 21.7 0.1
57 285 306 85 ¢ 15 4 7.5
58 215 311 71.3 22.7 11.5
39 237 343 96.1 ) 5.0
80 230 334 70.5 235 9.8
81 209 297 63.1 24.9 11.9
62 226 333 92.1 1.9 6.6
63 215 307 65.1 26.9 12.5
6a 213 310 71.0 24.0 11.2
63 233 3as 88.2 21.8 9.3
66 217 308 69.4 21.6 10.0
67 226 326 7a.8 25.2 1.1
68 237 350 90.8 22.2 9.4
69 CEX> '
70 219 308 76.4 12.6 5.8
71 227 327 90.9 9.1 4.0
72 241 328 65.7 21.3 8.8
73 256 3a9 66.4 26.6 10.4
7a 23s 350 89.1 25.9 11.0
75 222 315 74.7 18.3 8.2
N 24 24 24
MEAN 77.5 21.0 9.4
ST.DEV. 10.5 3.6 2.5

CEX> : Animal Excluded from Evealuation
<1>» : (Weight on Oay of Section) - (Weight on Day 6 P.C.) - (Weight Uterus)
<2> : Corrected Welght Galn in Percent of Weight on Day 6 P.C.




RCC PROJECT 236114
SXX 0665 TECHNICAL

CORRECTED BODY WEIGHT GAIN

CAE-CBWG - 4
06-JUN-39

GROUP 4 (100 MG/KG)
WEIGHT ON WEIGHT QN DAY WEIGHT aF WEIGHT GAIN
FEMALE BaY 6 P.C. OF SECTION UTERUS QRES’:TECTED EngRcauuz)
76 237 310 41.1 31.9 13.4
77 223 343 85.2 35.8 15.6
78 227 334 81.2 25.8 11.4
79 216 301 72.2 12.8 5.9
80 232 339 87.3 19.7 3.5
81 219 309 85.3 4.7 2.1
a2 218 298 71.4 3.6 3.9
a3 216 309 69.5 23.5% 10.9
a3 205 236 11.5 19.5 9.5
as 246 329 62.2 20.8 3.9%
as 242 345 80.0 23.0 9.5
87 228 331 78.9 24.1 10.6
as 229 33a 84.9 20.1 8.8
89 210 283 39.2 35.8 17.0
90 <EX>
91 238 324 62.4 23.6 9.9
92 208 285 65.3 11.7 3.6
93 231 334 99.0 a.0 1.7
9a 213 318 77.5 26.53 12.4
95 232 349 83.a 28.6 12.3
96 210 236 a7.2 28.8 13.7
97 235 317 37.2 24.8 10.6
98 228 306 63.1 14.9 6.3
99 236 3a7 88.2 22.8 9.7
100 238 323 66.3 18.7 7.9
N 24 24 28
MEAN §9.4 21.2 9.4
ST.DEV. 19.7 8.5 3.8
CEX> : Animal Excluded from Evaluation
<1> (Weight on Day of Section) - (Welght on Day 6 P.C.) - (Weight Uterus)
<2> : Corrected Welght Gain in Percent of Weight on Oay 6 P.C.
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OIFFERENCES IN BOOY WEIGHT GAIN OF DAMS, MEAN (MAIN GROUPS)

Group Days post caitum

0-6 6 - 11 11 - 16 : 6 - 16*
(mg/kg) g (%) g (¥ g (%) : g (%)
1 20 17 29 ; 46
(0) (+9.7) (+7.5) (+11.9) : (+20.3)
2 18 17 29 : 46
(10) (+8.8) (+7.7) (+12.1) : (+20.7)
3 ' 19 16 27 : 43
(30) (+9.3) (+7.1) (+11.3) : (+19.2)
4 18 14 27 : a1
(100) (+8.7) (+6.2) (+11.3) T (+18.1)

* = The calculations of food consumption and body weight gain during the treat-
ment period started on day 6 post coitum (immediately prior ta the first
administration) and ended on day 16 post coitum (approximately 24 hours
after the last administration).

Group Days post caoitum : Corrected body
16 - 21 i 6 -21 :  weight gain %

(mg/kg) g (%) : g (%) : (see pp. 49 - 52)

1 55 . 101 . +10.6

(0) (+20.1) 1 (+44.5) :

2 55 . 101 L e1l.5

(10) (+20.5) T (+45.5) :

3 56 © 99 C e 9.4

(30) (+21.0) T (+44.2) :

4 49 © 90 T+ 9.4

(100) (+18.4) © (+39.8)
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REPRODUCTION DATA SUMMARY

GROUP | GROUP 2 GROUP 3 CAOUP o
0 MG/KG 10 MG/ke 30 MG/KG 180 MG/XG
NUMBER OF 0AMS 23 23 28 24
CORPORA LUTEA 347 313 321 337
MEAN (+) 13.9 13.6 13.4 1.0
ST.OEV. 2.0 1.5 1.7 2.0
PRE-IMPLANTATION 0SS A0 3s 27 2a
X OF CORP. LUTEA (#) 11.5 11.3 8.2 13.1
MEAN (s) 1.6 1.6 1.1 1.8
ST.DEV. 1.5 1.7 1.0 2.2
NUMBER QF DAMS AFFECTED 19 16 1s 18
IMPLANTATION SITES 307 277 294 233
X OF CORP. LUTEA (4) 8a.s 88.5 91.6 86.9
MEAN (») 12.3 12.0 12.3 12.2
ST.DEV. 1.3 2.8 1.6 2.6
POST-IMPLANTATION LOSS 12 17 23 36
X OF IMPL. SITES (4) 3.9 6.1 7.8. ¢ 19.1 #¢
MEAN (+) 9.3 0.7 1.0 2.3
ST.DEV. c.a 0.9 0.9 1.9
NUMBER QF DAMS AFFECTED 8 12 15 17
IMPLANTATION SITE SCARS ] 0 ] 0
EMBRYONIC OEATHS : TOTAL 12 17 23 36
EMBRYONIC RESQORPTIONS 11 17 22 a3
X OF IMPL. SITES (4) 3.6 6.1 7.5 ¢ 13.7 #¢
MEAN (+) 0.4 0.7 0.9 1.8
ST.DEV. g.a 0.9 c.8 1.7
NUMBER OF DAMS AFFECTED 8 12 13 16
FETAL RESOAPTIONS 1 ] 1 13
X OF IMPL. SITES (#) 0.3 0.3 4.4 p¢
MEAN () 0.0 0.0 a.s
ST.DEV. 0.2 0.2 0.9
NUMBER OF 0AMS AFFECTED 1 1 8
FETUSES
TATAL FETUSES 295 260 271 237
% OF IMPL. SITES (¢) 96.1 93.9 92.2 ¢ 80.9 ¢#¢
MEAN (+) 11.8 11.3 11.3 9.9
ST.0EV, 1.7 2.8 1.6 3.2
LIVE FETUSES 295 260 271 237
OEAQ FETUSES 0 ] 0 0
ABNORMAL FETUSES 1 ] 1 3
X OF FETUSES (#) 0.3 a.a 1.3
MEAN () 0.0 0.0 e.1
ST.DEV. 0.2 0.2 0.3
NUMBER OF DAMS AFFECTED 1 1 3
ABNORMAL LIVE FETUSES
AT EXTERNAL EXAMINATION 1 s} 1 3
ABNORMAL DEAD FETUSES
AT EXTERNAL EXAMINATION 0 0 ] 0

*/*% : Ounnett-Test based agn poaled variance significant at level 5% (*) or 1% (**)
#/#4 : Flsher's Exact Test significant at level S% (#) or 1X (#¢)
+ ! Steel Test significant et level sx
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GROUP 1} GROUP 2 GROUP 3 GAQUP a
0 MG/KG 10 MG/KG 30 MG/KG 100 MC/KG
NUMBER QF DAMS 25 23 2a 24
SEX OF FETUSES
TOTAL MALES 143 133 128 106
X OF FETUSES (#) 49.2 33.1 47.2 44.7
MEAN 5.8 6.0 5.3 4.2
ST.DEV. 2.0 2.2 1.4 2.2
TOTAL FEMALES 130 122 143 131
X OF FETUSES (#) 30.8 45.9 52.8 55.3
MEAN 6.0 5.3 6.0 5.3
ST.OEV. 2.1 2.1 1.5 1.9
LIVE MALES 143 138 128 106
LIVE FEMALES 150 122 143 131
WEIGHTS OF LIVE FETUSES
(LITTER BASIS)
TOTAL FETUSES
N (LITTERS) 23 23 24 23
MEAN (*) 4.8 4.9 4.9 4.7
ST.OEV. 0.3 .3 0.3 0.4
MALES
N (LITTERS) 23 23 24 22
MEAN (*) 4.9 3.0 5.1 4.8
ST.DEV, 0.3 g.3 Q.3 0.5
FEMALES
N (LITTERS) 235 22 24 24
MEAN (*) 4.7 4.7 4.8 4.7
ST.DEV. 0.3 0.3 0.2 0.3
WEIGHTS OF LIVE FETUSES
(INDIVIQUAL BASIS)
TOTAL FETUSES
N (FETUSES) 293 260 271 237
MEAN 4.8 4.9 4.9 4.7
ST.DEV. 0.4 0.4 0.4 3]
MALES
N (FETUSES) 143 138 128 106
MEAN 4.9 5.0 3.0 4.8
ST.0EV. 0.4 g.a Q.5 0.6
FEMALES
N (FETUSES) 150 122 143 131
MEAN 4.7 4.8 3.8 8.7
ST.DEV. 0.4 0.4 g.a 0.5

*{** : Qunnett-Test based on pooled variance significant at level 3% (*) or 1% (**)
#/## : Flsher's Exact Test significant at level 5% (#) or 1X (##)

+ : Steel Test significant at level 3%
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REPRODUCTION DATA
GROUP 1 (O MG/KG)

hund -EMBRYQONIC DEATHS-= e __ FETUSES —ccocceemmmemmnan——
CORP. EMBR. FETAL TATAL LIVE DEAD MALF .
FEMALE LUTEA IMPL. TOTAL STAGE STAGE MALE FEM. MALE FEM. MALE FEM.
1 14 13 a [+} 0 13 [y 9 [} 0 s} 0
2 12 9 8] [+] 0 9 s a 0 0 o] o]
3 17 135 Q [o] o] 13 7 8 Q 0 Q o]
4 15 13 [s} o Q 13 10 3 Q o Q 0
5 15 la Q Q Q la 7 7 0 ) 9 o}
[ 13 13 s} Q Q 13 9 4 "] 0 0 0
7 13 12 Q Q Q 12 3 9 0 0 Q 9
8 1! 11 0 [¢] o] 11 [ 5 Q 0 0 [’}
9 1a 11 0 q o] 11 7 [y 0 0 [’} Q
10 la 12 1 1 Q 11 3 [ 0 Q 0 0
11 1a 11 1 1 o] 10 4 [ [o] 0 o} 0
12 1a 13 0 Q 0 13 9 4 Q [v] g a
13 20 13 3 3 o] 10 4 & 0 o] o 1
1a 15 13 1 1 0 12 6 [ Q o 0 a
13 13 13 2 2 0 11 [ ] 0 0 0 0
18 13 13 s} o} o] 13 8 5 ] o] 0 Q
17 13 14 [+] 0 o la A 10 0 0 9 0
13 la 13 2 1 1 11 4 7 Q Q 0 0
19 12 9 1 1 0 8 b 3 0 Q 0 0
20 13 13 0 0 0 13 3 10 o] 0 o] 0
21 13 13 0 Q 0 13 7 [ 0 Q o} o}
22 13 13 1 1 Q 12 3 9 0 [+] +] 0
23 12 12 0 0 Q 12 8 6 1] a o] o]
24 11 10 a [+] a 10 [ 4 a Q 0 0
23 11 11 [ 0 a 11 7 [y 0 Q 0 a
TATAL 347 307 12 11 1 293 143 130 0 Q 0 1
MEAN 13.9 12.3 g.3 0.4 0.9 11.8 3.8 6.0 g.¢
ST.DEV. 2.0 1.3 g.8 0.8 0.2 1.7 2.0 2.1 Q.2
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R E P R 0 D U c T I 0 N D A T A thy yge. utiization of G:)umutlon'
G ROuUP 2 ( 10 M G / KG ) {5 oty parmitiad with tha consan
PR T
—_ “EMBRYONIC OEATHS—= o FETUSES e oo
CORP. EMBR. FETAL TATAL LIVE FETUSESEAD MALF .
FEMALE LUTEA IMPL. TOTAL STAGE STAGE MALE FEM. MALE FEM. MALE FEM.
26 1a la 1 1 Q 13 7 6 0 0 a Q
27 15 13 Q Q 0 13 6 7 0 0 o] 0
28 8 1 Q o} o} 1 1 Q o} o} 0 1]
29 12 10 2 2 q 8 3 3 Q Q 0 g
30 (NP
31 ls 13 2 2 0 11 b [ Q Q Q 0
32 18 10 1 1 0 9 2 7 0 o ) 0
33 16 13 1 1 Q 12 [ [ a 0 c 0
34 15 12 1 1 o] 11 7 4 o] 0 a Q
35 13 13 1 1 a 12 2 10 0 o} ] 0
36 13 12 0 Q [’} 12 5 7 0 [} o] o]
37 14 12 a Q Q 12 [ [ [+] 0 Q a
38 14 13 o 0 o] 13 7 [ [} [s] q a
39 14 13 Q 0 0 13 6 7 0 [s] 0 o]
a0 13 13 [+} 0 ¢} 13 7 3 1} ] 0 a
a4l 13 12 Q [} a 12 9 3 Q [s] c a
42 14 13 3 3 0 10 8 2 0 0 o} 0
43 13 11 0 [¢] [¢] 11 7 4 o 0 Q 0
a4 13 15 1 1 [+} 14 [ 8 0 0 o 0
45 (NP>
46 15 15 2 2 1] 13 8 5 0 g o] ]
47 ls 14 0 a a 14 9 5 1] Qq [} Q
48 1a 14 1 1 Q 13 9 4 [¢] Q Q o]
a9 13 12 1 1 0 11 [ 3 Q Q Q o]
30 13 9 o] 0 Q 9 4 ] 0 Q Q 0
TaTAL 313 277 17 17 o} 260 138 122 o] 0 0 0
MEAN 13.6 12.0 0.7 g.7 11.3 6.0 5.3
ST.QEV., 1.3 2.8 0.9 0.9 2.8 2.2 2.1

Reason for Exclusion from Evaluation
(NP> Non-Pregnant
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REPRODUCTION DATA
GROUP 3 (30 MG/KG)

— ~EMBRYONIC DEATHS—- e FETUSES ~ocommam—em——aam———
CORP. EMBR. FETAL TOTAL LIVE € USESEAD MALF .

FEMALE LUTEA IMPL. TOTAL STAGE STAGE MALE FEM. MALE FEM. MALE FEM.
51 15 13 2 2 0 11 3 7 i} 0 o 1
52 13 11 Q 0 0 11 a 7 0 [s] o} Q
53 15 13 2 2 0 11 8 3 0 1} 0 0
54 12 12 1 1 0 11 5 6 Q s} Q o}
35 16 15 o 0 a 15 b) 10 0 [} 0 Y
56 13 11 a Q [s] 11 ] 7 0 1] Q o]
57 16 18 1 1 a 13 8 s o e 0 0
58 13 11 0 0 a 11 [ s '} 0 (] 0
39 16 12 0 o [t} 14 ] 6 0 0 Q 0
§0 la 12 2 2 o] 10 b1 s 0 o) [v] 0
61 9 9 [+} >} Q 9 3 6 "] 0 0 [
62 14 la 1 1 0 13 7 6 [+] g o} Q
63 12 10 1 1 Q 9 ] 4 0 [0} Q a
64 11 11 1 1 [} 10 5 s 0 0 o] [o]
63 13 12 9 0 o} 12 ] 7 0 '] 0 Q
66 12 10 o} 0 [+} 10 3 b ) 0 9 [+} o}
67 14 11 o} 0 [} 11 [ 7 0 0 0 Q
68 13 la 2 2 0 12 3 7 0 Q [+} [o}

69 (NP>

70 12 12 1 1 "] 11 7 [3 a Q 0 0
71 14 1a 1 1 )] 13 [ 7 0 0 o 0
72 12 11 2 2 Q 9 4 5 0 0 0 0
73 13 13 3 2 1 10 [ 4 0 0 0 "]
74 13 13 2 2 o] 13 3 8 0 0 o] c
75 12 12 1 1 o) 11 4 7 0 0 Q o}
TOTAL 321 294 23 22 1 271 128 143 0 a Q 1

MEAN 13.4 12.3 1.0 0.9 0.0 11.3 5.3 6.0 0.0

ST.ODEV. 1.7 1.6 0.9 c.8 0.2 1.6 1.4 1.5 0.2

Reason for Exclusion from Evaluation :
(NP> Nan-Pregnant

F =
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REPRODUCTION DATA
GROUP 4 (100 MG/KG)

— -EMBRYQNIC OEATHS—- e __ FETUSES mmemcmomcccmm——————
CaAP. EMBR. FETAL TATAL LIVE 0EAQ MALF.

FEMALE LUTEA IMPL. TOTAL STAGE STAGE MALE FEM. MALE FEM. MALE FEM.
76 19 10 3 4 1 5 [0} 5 0 (] 0 Q
77 13 12 0 [+} 0 12 3 9 0 0 0 0
78 13 12 1 1 0 11 4 7 0 0 ] 1
79 13 13 2 9 2 11 5 6 0 0 a 0
a0 13 13 0 ] o 13 I3 7 0 0 0 0
a1 13 12 0 a 0 12 5 7 o 0 0 ]
82 15 14 5 3 2 9 s " 0 a ) 0
a3 13 12 2 2 s} 10 [ 4 [s} 0 0 Q
Ba 11 5 4 4 o 1 0 1 0 0 0 0
83 13 12 s 4 1 7 4 3 0 0 o 0
86 16 13 4 4 0 11 3 [ 8} ") 0 9
- ¥4 13 14 2 2 o] 12 . 4 o] 0 0 Q
aa 13 13 2 1 1 11 [ b [s] 0 a 1
a9 9 5 0 ] 0 1) 2 3 ] 0 [ Q

90 <NP)>

91 14 13 3 S 0 9 5 4 a 0 ] Q
92 1a 13 5 2 3 8 3 3 s} o] 0 0
93 16 16 [ 0 0 16 8 8 Qo a ] 0
94 13 13 1 1 ] 12 [ & Q 0 o] o}
93 13 14 o o Q 1a 7 7 0 ] 0 ]
96 14 10 3 3 0 7 4 3 ] Q Q Q
97 12 12 3 1 2 9 3 (1 [s] [*] 0 0
sa 13 12 3 3 o] 9 1 8 Q 0 g 0
99 13 12 0 9 Q 12 5 7 [+] 0 Q Q
lag0 16 13 4 3 1 11 3 6 q Q 1 o
TOTAL 337 293 36 A3 13 237 106 131 ] 0 1 2

MEAN 1a4.0 12.2 2.3 1.8 0.3 9.9 4.4 5.9 0.0 0.1

ST.DEV. 2.0 2.6 1.9 1.7 Q.9 3.2 . 2.2 1.9 8.2 0.3

Reason for Exclusion from Evaluation
(NP> Non-Pregnant
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EXTERNAL EXAMINATION OF FETUSES

Group No. of — Type of abnarmal finding Individual Fetus(es)
fetuses data of of litter

(mg/kg) examined fetus(es)* number

1 295 Runt 454/2.48**/F 13

)

2 260 No abnarmal findings

(10)

3 271 Runt 9712.3/F 51

(30)

4 237 Palatoschisis 336/4.3/F° 78

(100) Tail slightly shortened and 72474 .2/F 88
constricted
Runt 901/2.4/M 97
Palatoschisis partially 1053/4.4/M 100

slightly edematous, dysplastic
lower jaw, arthrogryposis (both
fore paws) claws of the fore and
hind paws mostly missing

VISCERAL EXAMINATION OF FETUSES (WILSON TECHNIQUE)

Group No. of Type of abnormal finding Individual Fetus(es)
fetuses data of of litter

(mg/kg) examined fetus(es)* number

1 139 No abnormal findings

(0)

2 123 No abnormal findings

(10)

3 127 No abnormal findings

(30)

4 112 Confirmation of palatoschisis 336/4.3/F 78

(100) which was noted during

external examination (see
paragraph above)

* = Fetus number / body weight in grams / sex (M = male; F = female) )
~* - On page 75, the body weight of this fetus is 2.5 grams because the value in
these tables are rounded off.
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SKELETAL EXAMINATION OF FETUSES (ABNORMAL FINDINGS)

arthrogryposis, dysplastic

lower jaw; further: lower jaw

and radius of the right fare leg
curved, claws of the fore and hind
paws mostly missing (present only
claws of digits 3, fore paws and
of digits 4, hind paws)

Group  No. Type of abnormal finding Individual Fetus(es)
fetu§es data of of Titter
(mg/kg) examined fetus(es)* number
1 156 Wavy ribs, nes. 8-13 (right side) 119/4.8/M I
(0) Wavy ribs, nos. 10-13 (left side) 131/4.3/M 6
nos. 6-13 (right side)
Wavy ribs, nos. 9-13 (right side) 411/4.4/F 10
Wavy ribs, nos. 6-13 (right side) 426/4.9/F 11
Wavy ribs, nos. 9-13 (right side) 434/4.3/F 12
Wavy ribs, nos. 4-13 (left and 436/4.7/M 12
right side)
Wavy ribs, nos. 4-13 (left side) 442/4 .3/F 12
nos. 5-13 (right side);
incompletely ossified ossa
frontale
Wavy ribs, nos. 4-13 (left and 444/4.6/M 12
right side)
2 137 No abnormal findings
(10)
3 144 No abnormal findings
(30)
4 . 125 Bipartite lumbar vertebral 397/5.3/F 85
(100) body nc. 5
Two supernumerary ribs (no. 15th) B97/4.8/M 96
(left and right side)
Confirmation of palatoschisis, 1053/4.4/M 100

* = Fetus number / body weight in grams / sex (M = male; F = female)
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SKELETAL EXAMINATION SUMMARY 1sony

A

parmitiea itk 1o~ ~=rsanl

GROUP 1 GROUP 2 CROUP 3 GROUP a
- Q MG/KG 10 MG/KG 30 MG/KG 100 MG/KG
NUMBER GF FETUSES EXAMINEOD 136 137 144 125
UNLISTED FINDING(S)
(SHOWN ON PREVIOUS PAGE(S)) 8 5% 0 .o 0 .o s 2%
CRANIUM
TR TETely essiFrg T TTTTTTTTTTTTTTTTTITTTTIITTTTTITTIIm s
0S OCCIPITALE 12 ax 22 1% * 23 16% ° 35 29% *°
0S PARIETALE, BILATERAL 11X 1 1% 0 2 2%
0S INTERPARIETALE 0 1 1% 0 0
BIPARTITE
0S OCCIPITALE 0 a 0 1 1%

CERVICAL VERTEBRAE
................. mmmmm—mmmmmem—m—————— = - ———

NON-QSSIFIED

CERVICAL VERTEBRA 1 23 15% 26 19% 36 25% ° a7 38% °°
CERVICAL VERTEBRA 2 19 12% I 8 6% ° 13 10%
CERVICAL VERTEBRA 3 13 8% 7 X 2 1% *° s 5%
CERVICAL VERTEBRA & a 3% 2 1% 8 a 3%
CERVICAL VERTEBRA 3 1% 2 1% 0 2 2%

OUMBBELL SHAPE
CERVICAL VERTEBRA 1 21 13% 16 12% 22 15% 18 11%

BIPARTITE
CERVICAL VERTEBRA 1 10 6% 18 10% 22 13% ° 15 12%

STERNUM

INCOMPLETELY OSSIFIED
STERNESRA 1 1% o 7 s% e 12 10% **
STERNEBRA 2 a2 27% 33 24% 39 41X *° §G 48% °°
STERNEBRA 3 1 1% 1 1% a8 6% ¢ 8 6% °°
STERNEBRA 4 9 6% 30 2% 27 19% °° 21 17% °*
STERNEBRA $ 101 65% 99  72% 106 7% 99 79% °°
STERNEBRA 6 1 1% 2 1% 15 10% ** 26 21% *°

NON-0SSIFIED
STERNEBRA 1 0 0 0 11%
STERNEBRA 2 0 1 1% o 2 2%
STERNEBRA 3 ) 0 o 11x
STERNEBRA $ 1% 0 0 0
STERNEBRA 6 0 0 3 2% 12 10% **

BIPARTITE
STERNEBRA 1 0 0 1 1% 0
STERNEBRA 2 o o 1 1% 0
STERNEBRA 3 g 0 0 11X
STERNEBRA & a a 11X a
STERNEBRA 5 0 0 1 1% 0
STERNEBRA 6 0 o 11% 0

ABNORMALLY OSSIFIED
STERNEBRA 2 ] a 1 1% 0
STERNEBRA o 2 1% o 0 11%
STERNEBRA 5 1 1% 0 1 1% 2 2%
STERNEBRA 6 0 0 1 1% 0

RIB(S), LEFT

SUPERNUMERARY , GNE
RIB(S), LEFT 33 21% 54 47% °° 108 75% ** 95 76% °°

RIB(S)., RIGHT

SUPERNUMERARY , ONE
RIB(S). RIGHT 30 L9% 64 87% *° 106 74% *° 93 74% °°

e | *+ : Fisher's Exact test significant at 3% (°) or 1% (*°) level
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SKELETAL EXAMINATIGON SUMMARY
GRQUP 1 GRQUP 2 CROUP 3 CROUP &
_ 0 MG/KC 10 MG/KG 30 MG/KG 100 MG/KG
NUMBER OF FETUSES EXAMINED 156 137 144 125
LEFT FORELIMB
NON-QSSIFIED
DIGIT 1 OISTAL PHALANX, LEFT 3% s 2 1% 0
DIGIT 2 PROXIMAL PHALANX, LEFT 65 a2% a1 30% ¢ 52 36% 92 Tax% **
BIGIT 2 BISTAL PHALANX, LEFT 18 12% 13 9% 15 10% 7 8%
DIGIT 3 PROXIMAL PHALANX, LEFT 3 2% 1 1% 3 2% 4 3%
DIGIT 3 OISTAL PHALANX, LEFT 2 1% 1 1% 2 1% 0
DIGIT 4 PROXIMAL PHALANX, LEFT § ax 1 1% & 3% 9 I%
QIGIT & DISTAL PHALANX, LEFT 106X 5 ax 7 sx 3 2%
METACARPALIA 5, LEFT 0 0 0 1 1%
OIGIT 5 PROXIMAL PHALANX, LEFT 95 61% 63 4% °** a5  59% 106 83% °*°
OICIT 5 BISTAL PHALANX, LEFT 56 36% a5 33% 44 31% 26 2% °*°
RIGHT FORELIMS
NON-OSSIFIED
DICIT ! OISTAL PHALANX, RIGHT 2 1% 0 2 1% 0
OIGIT 2 PROXIMAL PHALANX, RIGHT 61 39% 38 28% ° sQ  35% 90 72% **
OIGIT 2 OISTAL PHALANX, RIGHT 1a 9% 1o 7% 1S 10% s a%
BIGIT 3 PROXIMAL PHALANX, RIGHT 2 1% i} 2 1% 2 2%
DIGIT 3 OISTAL PHALANX, RIGHT 1 1% 0 3 2% 0
DIGIT a4 PROXIMAL PHALANX, RIGHT L3 3% 2 1% 4 3% é 3%
OIGIT 4 DISTAL PHALANX, RIGHT & &% a 3% 8 6% s 3%
METACARPALIA 5, RIGHT 0 aQ 0 1 1%
DIGIT 5 PROXIMAL PHALANX, RIGHT 93 60% 64 47X * 83 358% 107 848% °°
DICIT $ DISTAL PHALANX, RIGHT 53  34a% a7 34% a3 30% 20 16% *°
LEFT HIND LIMS
NON-0SSIFIED
TALUS LEFT 140 90% 113 8% 127 8a% 109 87%
METATARSALIA 1, LEFT 23 13% 7 5% ** 9 6% ° 26 21X
TOE 1 OISTAL PHALANX, LEFT 3 %% 0 1 1% 1 1%
TOE 2 PROXIMAL PHALANX, LEFT 128 82% 99 72% * 121 8ax 118 9ax *°
TOE 3 PROXIMAL PHALANX, LEFY 86 35% 92 67X ° 120 83% *° 118 94X *°
TOE 4 PROXIMAL PHALANX, LEFT 83 33% 78 57% 121 8a% °** 116 93% *°
TOE & DISTAL PHALANX, LEFT 1 1% 0 b} a
TOE 5 PROXIMAL PHALANX, LEFT 146 9% 121 8ax 138 93% 120 96%
TOE 5 OLSTAL PHALANX, LEFT 2 1% 1 1% 2 1% Q
RIGHT HIND LIMB
NGN-OSSIFIED
TALUS RIGHT 140 90X 118 B86% 131 91% 118 91%
METATARSALIA 1, RIGHT 23 15% [ ax ** 9 6% * 27 22%
TOE 1 OISTAL PHALANX, RIGHT 3 2% Q 0 2 2%
TOE 2 PROXIMAL PHALANX, RIGHT 130 83% 105 77% 126 88% 120 96% **
TOE 2 DISTAL PHALANX, RIGHT 1 1% 0 0 0
TOE 3 PROXIMAL PHALANX, RIGHT 91 38X 93 68% 127 B88% °** 123 98% **
TOE 3 OISTAL PHALANX, RIGHT 1 1% Q Q 0
TOE & PROXIMAL PHALANX, RIGHTY 89 57% 8a 61% 123 835% *° 122 98% **
TOE S PROXIMAL PHALANX, RIGHT 183 92% 125 91% 137 93% 128 99% *°*
TOE 5 OISTAL PHALANX, RIGHT 2 1% 1 1% 1 1% a

. | e

. Fisher’'s Exact test significant at 3% (*) or 1% (*°) level
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GRouP 1 GROUP 2 GROUP 3 GRAUP &
— 0 MG/KG 10 MG/KG 30 MG/XG 100 MG/XG
NUMBER OF LITTERS EXAMINED 25 23 24 23
UNLISTED FINGING(S)
(SHOWN QN PREVIOUS PAGE(S)) a 16% o 0 3 13%
CRANIUM
INeOMPLETELY BRSIFIED T s
0S OCCIPITALE 8 32% 12 52% 12 30% 19 79% °*°
05 PARIETALE, BILATERAL 1 4% 1 a% o 2 8%
0S INTERPARIETALE c I 4% 0 0
BIPARTITE
6S OCCIPITALE 0 0 o 1 ax
CERVICAL VERTEBRAE
prpeseesmamm
CERVICAL VERTEBRA 1 135 60% 16 70% 20 83% 20 83%
CERVICAL VERTEBRA 2 10 a0x 5 22% 7 29% 8 3%
CERVICAL VERTESRA 3 a 32% s 22% 2 8x ° a 17%
CERVICAL VERTEBRA 2 4 18% 2 9 o 3 13%
CERVICAL VERTEBRA 3 1 8% 2 9x o 1 ax
DUMBBELL SHAPE
CERVICAL VERTEBRA 1 18 36% 9 39% 16 67% 10 a2%
BIPARTITE
CERVICAL VERTEBRA 1 8 32% 11 8% 13 3ax 9 38%
STERNUM
INCOMPLETELY OSSIFIED ST
STERNEBRA 1 1 ax 0 6§ 25% * a 33% *°
STERNEBRA 2 20 80% 13 57% 22 92% 19 79%
STERNEBRA 3 1 ax 1 ax s 21% 5 21%
STERNEBRA & 3 32% 3 13% 18 75% *° 13 sax
STERNEBRA S 28 96% 22 96X 24 100% 23 96%
STERNEBRA 6 1 ax 2 9% 10 a2% *° 14 38% °°
NON-OSSIFIED
STERNEBRA 1 ) o 0 1 ax
STERNEBRA 2 Q 1 &% o 2 8%
STERNEBRA 3 o 0 0 1 8%
STERNEBRA 3 1 a% o o 0
STERNEBRA 6 o 0 313 g 33% °°
BIPARTITE
STERNEBRA 1 ] 0 1 ax o
STERNEBRA 2 o e 1 ax 0
STERNEBRA 3 o o a 1 ax
STERNEBRA 4 o 0 1 ax 0
STERNEBRA 3 a 0 1 ax g
STERNEBRA § o 0 1 ax o
ABNORMALLY 0SSIFIED
STERNESRA 2 o a 1 ax 0
STERNEBRA 4 2 8% 0 ] 1 ax
STERNEBRA 3 1 e% 0 1 ax 1 ax
STERNEBRA 6 0 o 1 ax 0
RIB(S), LEFT
SUPERNUMERARY, ONE
RIB(S), LEFT 17 68% 20 871% 24 100% °° 23 96% °
RIB(S), RIGHT
SUPERNUMERARY, ONE
RIB(S)., RIGHT 16 6a% 20 87% 24 100% °° 23 96% °°

. | oo

. Flsher’s Exact test significant at 5% (°*) or 1% (**) level




25 e

RCC PROJECT 236114 REP-SFS - 2
SXX 0665 TECHNICAL 02-APR-9C

SKELETAL EXAMINATION SUMMARY

GRGUP 1 GROUP 2 GROUP 3 GROUP &
_ 0 MG/KG 10 MG/KG 30 MG/KG 100 MG/KG
NUMBER QF LITTERS EXAMINED 25 23 24 24
LEFT FORELIMS
NON-OSSIFIED
BIGIT 1 OISTAL PHALANX, LEFT 2 8% 0 2 ax 2
DIGIT 2 PROXIMAL PHALANX, LEFT 21 84% 17 78% 19 79% 22 92%
DICIT 2 OISTAL PHALANX, LEFT 10 0% 7 30% 9 3a8% § 25%
OICIT 3 PROXIMAL PHALANX, LEFT 2 8% 1 8% 3 13% 3 13%
DIGIT 3 DISTAL PHALANX, LEFT 1 ax 1 a% 2 8% g
DIGIT 4 PROXIMAL PHALANX, LEFT 3 12% 1 4% 3 13% s 21%
DIGIT 4 DISTAL PHALANX, LEFT 6 2% 3 13% 6 25% 3 13%
METACARPALIA 3, LEFT ] ] 9 1 a%
OIGIT 5 PROXIMAL PHALANX, LEFT 25 100% 20 87% 22 92% 23 96%
OIGIT 5 QISTAL PHALANX, LEFT 20 80% 17 7a% 14 58% 13 5a%

RIGHT FORELIMB

NON-0SSIFIED

DICIT 1 OISTAL PHALANX, RIGHT 1 [11 Q 2 8% o
DIGIT 2 PROXIMAL PHALANX, RIGHT 20 80% 17 74% 21 88% 22 92%
DIGIT 2 DISTAL PHALANX, RIGHT 9 36% 6 26% 9 38% A 17%
OIGIT 3 PROXIMAL PHALANX, RIGHT 2 ax 0 2 8% 2 8%
OIGIT 3 DISTAL PHALANX, RIGHT 1 8% [s} 3 13% 0
DIGIT 4 PROXIMAL PHALANX, RIGHT 2 8% 2 9% 2 8% s 21%
DIGIT & OISTAL PHALANX, RIGHT 4 16% 3 13% 3 33% s 17%
METACARPALIA 5, RIGHT 0 Q 0 1 A%
DIGIT 5 PROXIMAL PHALANX, RIGHT 2% 100% 20 47% 22 92% 23 96%
DIGIT S DISTAL PHALANX, RIGHT 19 76% 17 78% 15 63% 10 a2% *
LEFT HIND LIMS
NON-OSSIFIED
TALUS LEFT 25 100% 22 96% 23 100% 24 100%
METATARSALIA 1, LEFT 15 60% 7 30% ° 6 25% ° 11 46%
TOE 1 OISTAL PHALANX, LEFT 2 8% a 1 Y3 1 &%
TOE 2 PROXIMAL PHALANX, LEFT 25 100% 21 91% 23 96% 24 100%
TOE 3 PROXIMAL PHALANX, LEFT 23 92% 21 9% 23 96% 24 100%
TOE 4 PROXIMAL PHALANX, LEFT 23 92% 20 87% 23 96% 24 100%
TOE & DISTAL PHALANX, LEFT 1 ax% 0 0 0
TOE S PROXIMAL PHALANX, LEFT 23 100% 22 96% 2a 100X 2a 100%
TAE 5 OISTAL PHALANX, LEFT 2 8% 1 ax 2 8% 0
RIGHT HINO LIMB
NON-OSSIFIED
TALUS RIGHT 25 100% 22 96% 24 100X 24 100%
METATARSALIA 1, RIGHT 13 60% 6 26X * 6 25% ° 13 5a%x
TOE 1 DISTAL PHALANX, RIGHT 2 £33 0 0 2 ax
TOE 2 PROXIMAL PHALANX, RIGHT 25 100% 22 96% 23 96% 24 100%
TOE 2 OISTAL PHALANX, RIGHT 1 ax ] 0 0
TOE 3 PROXIMAL PHALANX, RIGHT 23 92% 21 91% 23 96% 24 100%
TOE 3 DISTAL PHALANX, RIGHT 1 a% 0 0 0
TOE & PROXIMAL PHALANX, RIGHT 23 9% 21 91% 23 96% 2a 100%
TOE 5 PROXIMAL PHALANX, RIGHT 25 100% : 22 96% 24 100% 24 100%
TGE 5 OISTAL PHALANX, RIGHT 2 8% 1 4% 1 (%1 o

* | *+ : Fisher's Exact test significant at 5% (*) or 1% (**) level
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RCC PROJECT 236114
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02-APR-90

BODY WEIGHTS OF LIVE FETUSES SUMMARY (PER DAM)

(0 MG/KG)

GROUP 1

mmmm=m MALES w—eeeoo mmemen FEMALES ~=--=-
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MEAN
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RCC PROJECT 2361123

CAE-FET - 2
SXX 0665 TECHNICAL 02-APR-90
BODY WEIGHTS OF LIVE FETUSES SUMMARY (PER DAM)
GROUP 2 (10 MG/KG) :
- MALES AND FEMALES - = cmeeoa- MALES weecewn FEMALES ~mwmn-=
LITTER N MEAN ST.QEV. N MEANM ST.DEV. N HEZNLEssT.DEV.
26 13 5.3 0.2 7 5.4 0.2 6 5.2 0.2
27 13 4.8 g.3 1 5.0 0.1 7 0.3
28 1 6.0 1 6.0 V]
29 8 5.0 c.2 5 5.1 0.2 3 4.9 0.1
30 CEX>
31 11 8.5 6.2 5 4.6 0.3 6 8.4 0.1
32 9 5.4 Q.3 2 5.5 0.4 7 5.3 0.2
33 12 a.8 0.2 6 3.9 0.2 6 a.? 0.2
34 11 4.9 0.2 7 4.9 0.2 4 4.9 0.1
35 12 4.8 g.a 2 5.0 0.3 10 4.8 c.a
36 12 4.6 0.6 5 4.6 .9 7 a.7 0.3
37 12 5.0 0.2 6 3.1 0.1 6 4.9 0.2
38 13 5.2 Q.3 7 5.3 0.3 6 5.0 0.2
39 13 4.9 0.4 6 3.2 0.3 7 4.6 0.6
40 13 4.8 0.2 7 1.9 0.2 6 4.8 Q.3
4l 12 4.6 0.3 9 4.6 0.2 3 a.3 Q.4
42 10 4.9 0.3 8 5.0 0.2 2 a.a c.0
a3 11 a.8 8.3 7 4.8 0.2 a a.7 Y
as 14 3.3 0.3 [ 3.3 9.3 4. 5.2 0.2
45 CEX>
46 13 a.6 0.2 8 4.6 0.2 5 4.5 0.1
a7 14 a.a 0.3 9 4.3 Q.2 3 a.3 .4
48 13 4.8 0.3 9 4.8 0.3 4 4.8 Q.2
49 11 a.8 0.4 6 5.0 0.a 5 4.5 0.3
sqQ 9 4.9 c.3 4 5.1 0.2 ] 4.8 e.3
N 260 23 138 23 122 22
MEAN 11.3 4.9 6.0 5.0 5.3 4.7
ST.DEV. 2.8 Q.3 2.2 0.3 2.1 Q.3
Conf‘.dent\ai o
4 Eayof o
Copynicht ?.{qe.u\:m of grettre o o®
the us BheEE tho censeit

¥ aithh
13 onty pc:':\;ttcd oy

ot Bayer AG

<EX> : Animal Excluded from Evaluation
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BODY WEIGHTS OF LIVE FETUSES SUMMARY (PER DAM)

CAE-FET - 4

RCC PROJECT 236114
SXX 0665 TECHNICAL
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RCC PROJECT 236114
SXX 0665 TECHNICAL

CAE-DIST - 1
25-APR-G1

DISTRIBUTION WITHIN UTERUS

GROUP 1 (O MG/KG)

LEFT HORN

POSITION

""""""""""""""""""""""""""""" RIGHT HORN -r-eeomoeaene——
IMPLAN- EMPTY RESORPTIONS FETUSES IN FETUSES RESORPTIONS EMPTY IMPLAN-
TATIONS SITES EMBR. FETAL QEAD LIVE UTERUS LIVE QEAQ FETAL EMBR. SITES TATIONS
25 . 25 < D 25 . . - 25
25 1 24 < 2> 23 . . . 25
25 2 23 <3 22 . 2 24
23 . 23 <o 20 2 22
23 2 21 < % 18 . : ) 1a
20 2 18 < &> 12 . 1 . . 13
17 . B B . 17 < 7> [1 . . . . 6
5 . . . . 3 < 8> a . . . . a
2 . : . L2 < 9 PO . : . 1
1 . . . . 1 <10>
1 . . . . 1 <1ll>
IMPLANTATION SITES
25 wmuwsesmssnssnsunwusseens { ]) encusescseccscunesanenase 23
25 auacascasccsnvsnnnavwsese { ?) eeesevenseeseswesauswsam. 23
2} amanavcanannscnswnnscvess ( J) acaccacaneccvaneuseanmens 24
25 wunmensusesnusavsussssuses { 4) aesemeemcenseneseanmen 22
23 eveuueassnuwessancsususs ( ) ccsuwwsncawccwwcen 18
20 wansuwnssnsasnesnnew {( §) seseesccwcunss 13
17 sumesewasecssscen ( 7) wsewsa §
5 mmwen ( 8) mewe 4
2 we ¢ 9 al
1 = <10
1l = 11>
LIVE FETUSES
23 smuveususmuussununasssnae { ) encesccussnvesacssuncansss 25
24 { 2) wossuscsann REususssswse 23
23 wenewacsavas { 3) cavncesnsawwasssveanewes 22
25 samsscscssassvesnsesaswsnwss { 4) seeevecsssascesmwwaae 20
2] wevevacsescanswsnwesvwe {( 5) susavevaasnewwases 18§
18 nasnsssasssuswessss { §) senssssssews ]2
17 swemvwasnsasuxwnme { 7) essmes §
5 asmwme { 8) wanw 4
2 wa ( 9> =)
1 = <10>
1 « <11>
RESORPTIONS
<
1 =<2
2 am ¢ 3> am 2
< 4> mwe 2
2 =m C 5>
2 == { 6> =]
< 7>
< 8>
< 9
10>
11>




RCC PROJECT 236114 CAE-DIST - 2
SXX 0665 TECHNICAL Conttng 2ot 25-APR-91

Cepvrr M v, cuyur A

DISTRIBUTION WITHIN UTERUS e eton or o tamution
GROUP 2 (10 MG/KG) o sy o S

e, ..t

................ LEET HORN —===mmocmcecmocee POSITION mmomeecooooo AIGHT HORN —mmmmmmmmmemmnm
IMPLAN-  EMPTY  RESORPTIONS FETUSES N FETUSES RESORPTIONS  EMPTY  IMPLAN-
TATIONS  SITES  EMBR. FETAL  DEAD LIVE UTERUS LIVE DEAD  FETAL EMBR.  SITES  TATIONS

23 1 22 < 21 1 22
22 1 21 < 2> 20 . . 2 . 22
22 2 20 <« 3 22 . . . . 22
20 2 18 < &> 21 1 22
15 2 13 < » 18 1 19
13 . 1 . . 12 < 6> la . . 1 . 15
8 . . . . 8 <D 10 . . . . 10
7 . 2 . . 5 < 8> 6 . . . . é
2 . . . . 2 < 9> [} . . . . a

<10> 2 . . . . 2

1> 1 . 1

IMPLANTATION SITES

{ 1) mneascccvnannencvoanann 22
¢ 2> menenescunnavescsnsnane 22
22 asccsnesssssesnacsmnnn ( J) ensnconcencuvavscssens 22
20 evenvencwscscacsanane ( ) wasnssEvewneeecrewrareee 22
15 aewwemsmecamene { 3> samesessessacvecaxs 19
1) sanmscescessan {( §) ssweansmacweces |9
8 smuwasnex ( 7) cuwanmnsuw 10
7 smsmmnsm { B) awmwmam §
2 em ( 9> mawa A
<10> we 2
<1l1> = 1

LIVE FETUSES

22 snumnannananssanauansn { 1) seenceccdecscvncacanes 2]
2] «csucanusnanscsancvasns { 2) sewseaneucuencassasns 20
20 asavassravescvsssesw ( J) sevesncasusccnusanmues 22
18 acnsccvasvannwwnaes { &)
< B
< &>
¢ 7> anssaumass 10
€ 8> mumuan §
€ 9> mmmm A
(10> am 2
<11> = 1
RESORPTIONS
1l = ¢ 1> =1
l = ¢ 2> wn 2
2 == ¢ 3>
2 ax (8> =1
2 == ¢ 5> = 1
1l = ¢ 6> =«
<
2 == { 8>
<
<10>

<LL>




RCC PROJECT 236114 CAE-DIST - 3
SXX 0665 TECHNICAL 25-APR-91

DISTRIBUTION WITHIN UTERUS
GROUP 3 (30 MG/KG)

---------------- LEFT HORN - POSITION eccmmmcccmcee RIGHT HORN cocccccoccamm——
IMPLAN- EMPTY RESQRPTIONS FETUSES IN FETUSES RESORPTIONS EMPTY IMPLAN-
TATIONS SITES EMBR. FETAL OEAD LIVE UTERUS  LIVE DEAD FETAL EMBA. SITES TATIONS

24 . . . . 24 < 23 1 24
24 . 4 20 <D 23 1 23
22 3 19 < 3 22 1 23
21 2 19 < 4 20 1 21
20 3 17 < 5 18 . 1 19
13 . 1 . . 17 < & 11 . . 2 . 13
15 . . . . 13 <7 3 . . . . 6
8 . 2 . . § < 8 2 . . . . 2
4 . 1 3 <9 1 . . . . 1
2 . 2 <10>

2 2 11>

1 1 <12>

IMPLANTATIGM SITES

24 mueneseaussNTseNmResseae 1) asaescaveccncesvvannsuea 24

24 mensesssusuduaRAsteRNwme 2) wnaeswnscuecsvcavavavans 24
22 anansccmcveanecsunscan 3) meucsenenswecuwanuwnone 23
2] eusnussansnmesaannene A) samconswsmucceswnmune 2]

<
<
<
<
20 ammanecescuanesvacas ( }) sweacessccmes
<
<
<

6) msasmsesnuseas |3
7) maunas §
8 muswmsan 8> wm 2
4 wwaw ( 9> = }
2 am <10>
2 =am (11>
1 = <12>

13 sunsusnwennnnne

LIVE FETUSES

24 wumasussescamcavsnvenwne 1) ssassscecovcenccunannaa 23

20 - 2> emsuses weew 23
19 LA L L L LU LL L L L L L L1 ]
19 «e

17 enunmesusavesanew

5) wemnessssssussamss 18

6 awwmaasases 11
7> wuwesae §
6 amemaan 8) aw 2
3 ama { 9) =]
2 == 10>
2 e= (11>
1l « 12>

17 wewsunsunaesccuna

1) wanaswweeacvaew

<
<
<
wwwnsenseane {
<
<
<
<

RESQORPTIONS

D
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a>
5>
6> == 2
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a
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AAAAAAAANA
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e
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RCC PROJECT 236114 Configentia; CAE-DIST - 4
SXX 0665 TECHNICAL 25-APR-91

Copyrig i &, ca, v Au
tho usa, L.iimorss or dlviroutiog

DISTRIBUTION WITHIN UTERUS Is only narmittad veth tha con-ant
GROUP 4 (100 MG/KG) of Bayar AG

................ LEET HORN ~-vcvcmemmneeweae POSITION <ccemecaccccarree RIGHT MOAN w---eeme————==-

IMPLAN- EMPTY RESOAPTIONS FETUSES IN FETUSES RESQORPTICNS EMPTY IMPLAN-
TATIQNS SITES EMBR. FETAL DEAD LIVE UTERUS LIVE DEAQ FETAL EMBR. SITES TATIONS
2a i 2 3 .19 <1 20 . 1 3 24
23 : . . .23 <2 18 . 5 24
22 : 3 2 17 <3 21 : 3 28
20 1 3 16 < &> 17 . . s 22
20 3 . 17 < 5> 15 1 3 19
19 3 16 < 6> 7 2 s 14
16 3 13 < S . 1 1 . 7
3 . 2 - . é < B 4 . . . . 4
2 . . . . 2 < 9 1 1
IMPLANTATICN SITES
24 ssnaswauvsssasssasussszas { 1) sucesecsvwsssescvecnanan 24
23 smssacascassssssssasssn { 1) ssuassmsswecassasesaswss 24
22 wonummuusmsasansassesss ( J) cceswvsuvamsncacvvcccanes 24
20 esneseavuasnsasasnes { 4) asnnemeesnecesssusanes 22
20 aa anomuam {( 3) smensvenccvusamenew |9

19 ewsummunan anmnven { §) secsncewawsuwa 14
16 smwmanuweswasmen ( 7) sasswea 7
8 swunmsun ( 8> ome=x 4
2 we (9 =]

LIVE FETUSES

19 wenansusssesavawass { 1) ensuveseccwsnecccaans 20
23 wumessssasssusesunsssses { 2] evewscenvansasncews 18
( 3) muvsnsuacaswaauasunaw 21
¢ 4) mameeuunesesccasns 17
L34 13
< &
13 wnssusswsman=s { 7D
£ wwmeunm { 8>
2 wm (9w ]
RESORPTIONS

1) wuaa &
2) mmumamw &
3> mms 3

4 wune 4) umwa= 3

4
<
<
<
3 wmm { 5] muw= &
<
<
<
<

5 mummw

S mmmmm

7> mm 2
8>
9>

3 wam
3 L E

2 a=




RCC PROJECT 236114
SXX 0665 TECHNICAL

CONTENTS OF UTERUS

GROUP 1 (O MG/KG)

(PLAN VIEW)

CAE-UT - 1
25-APR-31

CORPQRA -==—FETUSES LEFT HOAN -ww-- IMPLANTATION -=== FETUSES RIGHT HOAN ~o--
LUTEA IDENT SEX WEIGHT ANOM., A/ SITES IDENT SEX WEIGHT ANOM, A/
L/R (GRAM) MALF. W CPGS. IN UTERUS> (GRAM) MALF. W
FEMALE 1
6/8 1 F 3.0 A LIVE <1> LIVE 6 F 5.3 "
2 F .7 W LIVE <¢2> LIVE 7 M 5.0 A
3 F 4.8 A LIVE <3> LIvVe 8 F .83 W
4 M 4.9 L] LIVE <4> LIVE 9 F 5.0 A
5 F 4.9 A LIVE (3> LIVE 10 F 5.0 L
<6> LIVE 11 M 5.4 A
<7> LIVE 12 F 4.7 L}
<8> LIVE 13 M 5.0 A
FEMALE 2
8/4 13 M 3.4 A LIVE <1> LIVE 21 F 5.1 w
13 F 3.0 A LIVE <2> LIVE 22 M 3.3 A
16 F 3.2 A LIVE <3>
17 M 5.1 L] LIVE <a>
18 M 3.1 A LIVE <35>
19 F 3.2 L] LIVE <6>
20 M 3.3 A LIVE <«7>
FEMALE 3
819 23 F 4.6 A LIVE (1> LIVE 30 F 4.7 L]
24 H 4.3 L] LIVE <2> LIVE 31 F 4.2 A
23 M 4.5 A LIVE <¢3> LIVE 32 M 4.3 "
26 F 4.5 W LIVE <4> LIVE 33 M 4.3 A
27 F 4.3 A LIVE <3> LIVE 34 F 4.3 L
28 M 1.9 L] LIVE <8> LIVE 33 M 3.8 A
29 F 4.4 A LIVE <7> LIVE 36 M 3.7 w
<8> LIVE 37 F 4.3 A
FEMALE &
3/7 38 F 4.4 A LIVE <1> LIVE a5 M 5.2 w
39 M 4.6 L] LIVE <2> LIVE a6 M 5.0 A
a0 M 3.2 A LIVE <3> LIVE a7 M 4.8 L}
a1 M 5.0 w LIVE <a> LIVE a8 F 4.3 A
a2 M 4.5 A LIVE <35> LIVE a9 M 5.1 W
a3 M a7 w LIVE <6> LIVE 50 F 4.1 A
44 M 4.7 A LIVE <7>
FEMALE 3
12/3 31 M 3.1 A LIVE (1> LIVE 62 F 4.8 w
32 M 5.0 L) LIVE <2> LIVE 63 F A.7 A
33 M 4.8 A LIVE <3> LIVE 64 M 5.0 L]
34 F 4.3 w LIVE <&
33 M 4.9 A LIVE <35>
56 M 5.2 w LIVE <6
57 M A.8 A LIVE <>
58 F 5.0 v LIVE <8
59 F 4.8 A LIVE (%
60 F 4.4 W LIVE <10>
61 F 3.5 A LIVE <11>
FEMALE §
619 119 M 4.8 A LIVE <1> LIVE 124 F 4.4 L}
120 M 5.1 W LIVE <2> LIVE 125 M 5.1 A
121 M 5.1 A LIVE <3> LIVE 126 M 5.2 W
122 M 5.1 " LIVE <4> LIVE 127 F 5.0 A
123 F 4.7 A LIVE <5> LIVE 128 M 4.8 "
<6> LIVE 129 M 4.9 A
<7> LIVE 130 F 4.6 L]
<8> LIVE 131 M 4.3 A

LIVE - LIVE FETUS
OEAD - QEAD FETUS

E.RES - EMBRYONIC RESORPTION
F.RES - FETAL RESORPTION

¥ - WILSON SLICING TECHNIQUE

A - ALIZARIN RED S SKELETAL STAINING TECHN.




RCC PROJECT 236114
SXX 0665 TECHNICAL

CONTENTS OF UTERUS
GROUP 1 (0 MG/KG)

(PLAN VIEW)

CAE-UT - 2
Confident(al 25-APP-91
e ————————
Copyrleht = Zasr AC
U pees o guie ~,-,,_.-“
St e re

CAORPORA ~==aFETUSES LEFT HOAN =weaa IMPLANTATION —w—= FETUSES RIGHT HOAN ----
LUTEA IDENT SEX WEIGHT ANGM. A/ SITES IDENT SEX WEIGHT ANOM, A/
LIR (GRAM) MALF. W <PAS. IN UTERUS> (GRAM) MALF. W

FEMALE 7
617 132 L] 4.7 A LIVE <1> LIVE 138 “ 5.0 A

133 F 4.3 L} LIVE <2> LIVE 139 ] 5.8 w
134 F 4.8 A LIVE <3> LIVE 140 F 4.8 A
135 F 4.3 L] LIVE <&a> LIVE 141 F a.7 w
136 F a.7 A LIVE <35> LIVE 142 F 4.7 A
137 F 4.6 L] LIVE <6> LIVE 143 F 4.7 W

FEMALE 8

714 14a M 5.1 A LIVE <1> LIVE 151 F 4.8 L4
1485 M 4.9 L) LIVE <2> LIVE 132 F 5.0 A
146 M 5.1 A LIVE <3> LIVE 153 M 5.1 W
147 F 4.7 w LIVE <a> LIVE 154 F 4.7 A
1428 M 5.3 A LIVE <%
149 F 4.6 L] LIVE <6>
150 M 3.2 A LIVE <>

FEMALE 9

9/3 158 M 5.3 A LIVE <1> LIVE 162 M 4.8 "
156 F 4.3 L] LIVE <2> LIVE 163 M 4.7 A
137 M 4.5 A CIVE <¢3> LIVE 164 M 4.6 L}
138 F 4.6 L LIVE <4> LIVE 163 M 4.7 A
159 M 4.8 A LIVE <3
160 F 4.9 w LIVE <6>
161 F 4.3 A LIVE <>

FEMALE 10

8/6 All F 4.4 A LIVE <1> LIVE a8 F 4.8 L]
412 F a.7 L] LIVE <2> LIVE 419 M 4.9 A
al13 M 4.1 A LIVE <3> E.RES
ala L] 4.8 w LIVE <a> LIVE 420 F 4.8 L
413 F 5.1 A LIVE <35> LIVE az21 M 4.5 A
416 M 4.8 w LIVE <é6>
al7 F 4.6 A LIVE «<7»>

FEMALE 11
8’6 222 F 4.6 A LIVE <1> LIVE 427 F 8.7 v

E.RES ¢2> LIVE 428 M 5.2 A
423 F 4.3 L] LIVE <3> LIVE 429 M 5.2 w
424 F 4.9 A LIVE <4> LIVE 430 M 3.1 A
423 M 4.8 L] LIVE (3> LIVE 431 F 4.6 w
426 F 4.9 A LIVE <&>

FEMALE 12

8/6 a32 M 8.6 A LIVE <1> LIVE 440 M 4.8 A
433 M 1.6 L) LIVE <2> LIVE aal M 2.8 W
a3a F* 4.3 A LIVE <3> LIVE 842 F 2.3 A
a3s F 3.5 W LIVE <a> LIVE 443 F 4.2 W
836 M 4.7 A LIVE <S> LIVE asa M a.6 A
437 M 4.5 L] LIVE <6>
433 M 4.3 A LIVE (7>
439 M a.a L] LIVE <8>
FEMALE 13
11/9 a4 F 4.8 A LIVE (1> LIVE 450 M a.3 w
246 F 3.9 W LIVE <2> LIVE 451 F 4.2 A
E.RES <3> LIVE 452 F 4.9 w
447 F 3.9 A LIVE <a&> E.RES
448 M 3.9 W LIVE <5> LIVE 453 M 4.3 A
E.RES <6> LIVE A58 F 2.5 MW
449 M 5.1 A LIVE <>
LIVE - LIVE FETUS E.RES - EMBRYONIC RESORPTION W - WILSON SLICING TECHNIQUE

DEAD - DEAD FETUS

F.RES - FETAL RESORPTION

A - ALIZARIN RED $ SKELETAL STAINING TECHN.



RCC PROJECT 236114
SXX 0665 TECHNICAL

CONTENTS OF UTERUS
GROUP 1 (O MG/KG)

(PLAN VIEW)

CAE-UT - 3
25-APR-91

CORPORA ===a—FETUSES LEFT MORN ~eu-o IMPLANTATION =~== FETUSES RIGHT HORN -——u-
LUTEA ICENT SEX WEIGHT ANOM. A/ SITES IDENT SEX WEICHT ANOM. A/
L/R (GRAM) MALF. W <POS. IN UTERUS)> (GRAM) MALF. W
FEMALE 14
778 453 F 5.2 A LIVE <1> LIVE 460 F 4.8 L
456 M 5.3 W LIVE <2> LIVE a6l F 5.0 A
a37 M 5.2 A LIVE <3> LIve 462 M 4.9 W
458 M 5.0 L] LIVE <a> LIVE 463 F 8.7 A
E.RES <% LIVE 464 M 5.1 L)
459 F 4.5 A LIVE <6> LIVE 463 F 5.0 A
<7> LIVE 464 M 4.9 w
FEMALE 13
/6 467 M 4.9 A LIVE <1> LIVE 472 F 5.3 w
468 M 5.6 w LIVE <2> LIvVe 473 F 5.2 A
469 F 5.2 A LIVE <¢3> LIVE 474 M 5.8 w
470 F 5.5 L] LIVE <&> LIVE 473 M 5.8 A
E.RES <3> LIVE 476 F 5.1 L
E.RES <6> LIVE 477 M 5.4 A
471 M 3.1 A LIVE <>
FEMALE 16
8/s 478 F 4.6 A LIVE <1> LIve 436 M 5.1 A
479 M 4.9 L] LIVE <¢2> LIVE 487 M 5.1 "
480 L] 5.0 A LIVE <3> LIVE 488 ] 4.9 A
481 M 4.8 L] LIVE <a> LIVE 439 F A8 L
482 M 3.0 A LIVE <3> LIVE 490 M 5.1 A
433 F 4.9 L] LIVE <6>
LY-7 F 4.9 A LIVE <7>
433 F 4.3 v LIVE «<a>
FEMALE 17
8/7 491 M 4.8 A LIVE <1> LIVE 438 F 4.3 L
492 M 4.4 w LIVE <2> (LIvVE 499 F 4.2 A
493 F 4.2 A LIVE <¢3> LIVE 300 F 4.3 L)
a%a F 4.6 L} LIVE <a> LIve 501 F 4.0 A
493 M 4.6 A LIVE <35> LIVE 302 F 4.6 L
494 F 4.8 w LIVE <6> LIVE 303 F 4.2 A
437 M 4.6 A LIVE (7> LIVE 504 F 4.3 v
FEMALE 18
319 737 F 4.6 A LIVE <1> LIVE 761 M 5.2 A
738 M 4.9 L] LIVE <2> LIVE 762 F 4.5 w
759 F 4.8 A LIVE <3> E.RES
760 L] 5.1 w LIVE <4> LIVE 763 F L } A
<3> LIVE 764 F 4.1 L
<6> F.RES
<7> LIVE 765 F 3.7 A
<8> LIVE 766 F 4.5 L]
<9> (IVE 767 M 4.6 A
FEMALE 19
517 763 M 5.7 A LIVE <1> LIVE 772 F 5.0 A
769 F 3.3 v LIVE <2> LIVE 773 M 5.a w
E.RES <¢(3> LIVE 774 M 5.7 a
770 M 5.2 A LIVE <a> LIVE 775 M 5.6 L]
771 F 4.8 L) LIVE <5
FEMALE 20
8/s 776 F s.1 A LIVE <¢1> LIVE 784 F 5.3 A
7717 F 4.8 w LIVE <¢2> LIVE 785 M 4.7 w
778 F 4.9 A LIVE <3> LIVE 786 F 5.0 A
779 M 3.3 w LIVE <4&> LIVE 787 F 5.0 w
780 F 4.9 A LIVE <¢5> LIVE 788 F 4.7 A
781 F 5.1 L LIVE <6>
782 M 4.3 A LIVE <7
783 F 4.7 L] LIVE <8>

LIVE - LIVE FETUS
OEAD - DEAD FETUS

E.RES - EMBRYONIC RESORPTION
F.RES - FETAL RESQRPTION

W - WILSON SLICING TECHNIQUE
A - ALIZARIN RED S SKELETAL STAINING TECHN.

7



RCC PROJECT 236114
SXX 0665 TECHNICAL

CONTENTS OF UTERUS
GROUP 1 (0 MG/KG)

CAE-UT - 4
25-APR-91
Conftidentia)
—
Copyright by Bayer AG
:ho use, utllisanon or ainution
8 only permitiey with tha consang

(PLAN VIEW)

of Bayer AG.
CORPORA -==-"FETUSES LEFT HORN -=--- IMPLANTATION ~-=~ FETUSES RIGHMT HORN ----
LUTEA IOENT SEX WEIGHT ANOM, A/ SITES IDENT SEX WEIGHT ANOM. A/
L/R (GRAM) MALF., ¥ <POS. IN UTERUS> (GRAM) HMALF. w
FEMALE 21
7/8 907 F 4.6 A LIVE <1> LIVE 914 F 8.5 "
208 M 4.3 L LIVE <2> LIVE 915 F 4.7 A
909 M 4.8 A LIVE <3> LIVE 916 F 4.9 W
910 F 4.8 L] LIVE <a> LIVE 917 M 4.9 A
91l F 4.7 A LIVE (3> LIVE 918 M 8.7 L]
912 M 4.8 w LIVE <6> LIVE 919 M 4.7 A
913 “ 4.8 A LIVE <7>
FEMALE 22
817 920 F 4.2 A LIVE <1> LIVE 927 F 4.9 L
921 F 4.8 L} LIVE <2> LIVE 928 M A8 A
922 F 4.3 A LIVE <3> LIve 929 F 4.3 v
923 F 4.0 " LIVE <a)> E.RES
924 F 4.8 A LIVE <35> LIvVE 930 L 4.0 A
923 F 4.7 W LIVE <6> LIVE 931 M a.8 w
926 F 4.1 A LIVE <>
FEMALE 23
9/3 932 M 4.6 A LIVE <1> LIVE 9al F 3.3 w
933 M 5.1 L} LIVE <2> LIVE 942 M 5.3 A
934 F 4.7 A LIVE <3> LIVE 943 F 5.2 L
9353 F 4.6 Li LIVE <&>
936 F 4.7 A LIVE <35>
937 M 3.1 Li LIVE <6>
938 M 3.0 A LIVE <7>
939 F 3.2 L LIVE <8
240 M 4.9 A LIVE <9
FEMALE 24
al7 944 M 5.0 A LIVE <1> LIVE 9a8 M 3.1 A
945 M 3.1 W LIVE <2> LIVE 949 F 4.6 o
946 F 5.0 A LIVE (3> LIVE 950 M 3.2 A
947 M 5.0 W LIVE <a> LIVE 951 F 4.3 L)
<3> LIVE 932 M 3.1 A
<6> LIVE 953 F 4.6 L}
FEMALE 25
T/ 934 F 4.9 A LIVE <1> LIVE 961 M 4.9 W
933 M 4.3 L} LIVE <2> LIVE 962 F 4.7 A
936 M 4.8 A LIVE <3> LIVE 963 F 4.6 L}
937 F 4.3 L} LIVE <4> LIVE 964 M 4.6 A
958 M 3.0 A LIVE <3>
939 M 4.8 L] LIVE <6>
960 M 4.4 A LIVE «7>

LIVE - LIVE FETUS
DEAD - DEAD FETUS

E.RES - EMBRYONIC RESQRPTION
F.RES - FETAL RESORPTION

W - WILSON SLICING TECHNIQUE
A -~ ALIZARIN RED S SKELETAL STAINING TECHN.



RCC PROJECT 236113 CAE-UT - 5

SXX 0665 TECHNICAL 25-APR-91

CONTENTS OF UTERUS (PLAN VIEW)
GROUP 2 (10 MG/KG)

CORPORA ceeaFETUSES LEFT HORN ~m—m- IMPLANTATIGON ~=== FETUSES RIGHT HORN ----
LUTEA I0ENT SEX WEIGHT ANOM. A/ SITES IBENT SEX WEIGHT ANOM., A/
L/R (GRAM) MALF. W <PGS. IN UTERUS> (CRAM) MALF. ¥

FEMALE 26
915 635 M 5.7 A LIVE <1> LIVE 73 F 5.0 A

66 M 3.6 ] LIVE <2> LIVE 74 M 5.4 L
&7 F 5.3 A LIVE (3> LIVE 75 F 3.3 A
63 F s.48 w LIVE <4> LIVE 76 M 5.3 L)
69 F 5.4 A LIVE <5> LIVE 77 M 5.3 A
70 F 4.9 L LIVE <&
71 M 5.3 A LIVE <>

E.RES <8>
72 M 3.2 L] LIVE <9>

FEMALE 27

4/11 78 F 5.1 A LIVE <1> LIVE a1 M 5.0 w
79 M 5.2 w LIVE <2> LIVE 82 M 5.0 A

80 M 5.0 A LIVE <3> LIVE 83 F 4.2 "

<a> LIVE 8a F 4.4 A

<35> LIVE as , F 4.6 L}

<6> LIVE a8 M 4.9 A

<7> LIVE 87 F 4.8 L}

<8> LIVE as F 4.8 A

<9> LIVE 89 ] 5.0 L

<10> LIVE 90 F 4.4 A

FEMALE 28
711 166 M 6.0 A LIVE <1>

FEMALE 29
317 167 M 3.2 A LIVE <1> LIVE 169 [} 4.8 A

168 M 3.3 w LIVE <2> LIVE 170 F 3.0 v
E.RES ¢(3> LIVE 171 F 4.9 A

E.RES <a> LIVE 172 M 3.0 L}

<3> LIVE 173 F 4.8 A

<6> LIVE 174 M 5.3 L}

FEMALE 30 (Nen-Pregnant)

FEMALE 31
519 173 M 4.6 A LIVE <1> LIVE 179 M 4.8 A

E.RES (2> LIVE 180 F 4.8 L)

176 F 4.4 w LIVE <¢3> LIVE 181 M 4.9 A

1717 F 4.3 A LIVE <a> LIVE 182 F a.6 L)
178 L] 4.7 v LIVE <35> E.RES

<6> LIVE 183 M a.l A

<7> LIVE 18a F 4.5 L]

<8> LIVE 1385 F 4.8 A

FEMALE 32

6/8 186 F 5.2 A LIVE <1> LIVE 190 F 5.4 A
187 F 5.5 W LIVE (2> E.RES
188 F 5.4 A LIVE <¢3> LIVE | 1921 M 5.8 L]
189 M 5.2 w LIVE <a> LIVE 192 F 5.3 A
<35> LIVE 193 F 5.7 W
¢6> LIVE 194 F 5.0 A
LIVE - LIVE FETUS E.RES - EMBRYONIC RESORPTION W - WILSON SLICING TECHNIQUE

DEAD - OEAD FETUS F.RES - FETAL RESORPTION A - ALIZARIN RED S SKELETAL STAINING TECHN.




RCC PROJECT 236114
SXX 0665 TECHNICAL

CONTENTS OF UTERUS (PLAN VIEW)

GROUP 2 (10 MG/KG)

CAE-UT - 6
25-APR-91
Cortldantial
Copyrignt by Sayar AG
e irza, ulkiication or distnoutiorn

18 only parmittad with the canuer
of Saysr AG,

CQRPORA wmeeFETUSES LEFT HORN ~eee- IMPLANTATION ——— ————
LUTEA IDENT SEX WEIGHT ANGM. A/ SITES IOENTFEE‘éi“.éiﬁiﬁ HE:;,._ Al
L/R (GRAM) MALF. W CPOS. IN UTERUS> (GRAM) MALF. w

FEMALE 33

1175 195 ] a.9 A LIVE (1> LIVE . W

196  F a.6 W LIVE <2> E.RES o w 31

197 H 4.6 A LIVE <3> LIVE 205 F 4.8 A
198 F 4.9 w LIVE <a> LIVE 206 M a.8 "
199 M 5.1 A LIVE <35>

200 F 4.5 w LIVE <6>

201 M 4.9 A LIVE <7>

202 F 4.6 w LIVE <3>

203 F 4.7 A LIVE <9

FEMALE 3a

ar7 207 M a.s A LIVE <1> LIVE 218 F 5.1 w
208 M a9 W LIVE <2> LIVE 215 M 4.9 A
209 M 5.2 A LIVE <3> LIVE 216 M 5.0 "
210 fF 4.9 ¥ LIVE <&> LIVE 217 M 2.8 A
211 F 4.8 A LIVE <3
212 F 4.8 L] LIVE <&>
213 M 4.7 A LIVE <7>
E.RES (3>
FEMALE 33
8/3 218 F 5.0 A LIVE <1> LIVE 223 F 5.2 L)
219 F 5.2 L] LIVE <2> LIVE 226 F 5.0 A
220 M 5.3 A LIVE «¢3> LIVE 227 F 3.0 L]
E.RES <a4> LIVE 228 F 4.9 A
221 M 4.8 w LIVE <35> LIVE 229 F 4.1 L
222 F 4.3 A LIVE <6>
223 F 4.8 w LIVE <
224 F 4.1 A LIVE <8>

FEMALE 36

a/9 230 F 4.6 A LIVE <1> LIVE 233 F 4.8 L]
231 M 5.2 L} LIVE <2> LIVE 234 F 5.0 A

232 M 5.3 A LIVE <3> LIVE 233 M 4.4 L]

<4> LIVE 236 F 4.8 A

<3> LIVE 237 F 4.0 L}

<§> LIVE 238 £ 4.8 A

<7> LIVE 239 F 4.9 L

<8> LIVE 240 M 4.8 A

<9> LIVE 241 M 3.0 L]

FEMALE 37

519 242 M 5.1 A LIVE <1> LIVE 246 M 5.0 A
243 M 3.3 w LIVE <2> LIVE 247 F 4.9 w

244 F 3.1 A LIVE <¢3> LIVE 248 F 4.8 A

245 F 4.5 w LIVE <a> LIVE 249 M 5.0 L]

<5> LIVE 250 F 5.0 A

<6> LIVE 251 M 5.0 w

<7> LIVE 252 F 5.1 A

<8> LIVE 253 M 3.0 L]

FEMALE 38

717 234 M 5.7 A LIVE <1> LIVE 260 F 3.0 A
255 F 5.0 L LIVE <2> LIVE 261 M 5.2 L]

256 F 5.3 A LIVE <3> LIVE 262 M a.9 A

257 F 4.8 W LIVE <a&a> LIVE 263 M 5.2 L]

238 F 5.1 A LIVE <35> LIVE 264 M 5.7 A

259 F 4.8 W LIVE (6> LIVE 263 M 5.2 w

<7> LIVE 266 M 5.1 A

LIVE - LIVE FETUS
0EAD - DEAD FETUS

E.RES - EMBRYONIC RESORPTION
F.RES - FETAL RESORPTION

W - WILSON SLICING TECHNIQUE
A - ALIZARIN RED S SKELETAL STAINING TECHN.



RCC PROJECT 236114
SXX 0665 TECHNICAL

CONTENTS OF UTERUS
GROUP 2 (10 MG/KG)

(PLAN VIEW)

CAE-UT - 7
25-APR-91

CORPORA ~ee~=—FETUSES LEFT HORN —au-s IMPLANTATION ——— HORN ===
LUTEA IDENT SEX WEIGHT ANGM. A/ SITES ;gENTFE§g§ES.Z§g:; EN:H. Al
L/R (GRAM) MALF. <PUS. IN UTERUS> (GRAM) MALF. W
FEMALE 39
717 505 F 8.6 A LIVE <1> LIVE 511 " s.a A
3a6 F 4.8 " LIVE <¢2> LIVE 512 M 5.1 "
507 F 5.1 A LIVE <3> LIVE 513 M 5.3 A
508 F 4.8 L] LIVE <4> (LIVE 514 M 4.8 L]
509 M 5.6 A LIVE <35> LIVE 513 F 3.2 A
510 F 4.9 L] LIVE <6> LIVE 516 F 5.0 ]
<7>  LIVE 517 M 5.1 A
FEMALE 40
617 518 M 4.8 A LIVE <1> LIVE 324 M 5.1 A
519 M 4.9 v LIVE <2> LIVE 325 M 4.9 v
320 M 4.8 A LIVE <3> LIVE 326 F 5.1 A
521 F 3.0 w LIVE <a> LIVE 327 F 4.6 "
322 F 4.7 A LIVE <35> LIVE 328 F 4.8 A
323 M 4.8 L] LIVE <é6> LIVE 529 M 3.2 "
<7> LIVE $30 . F 4.3 A
FEMALE al
716 331 F 4.5 A LIVE <1> LIVE 537 M 4.3 A
$32 M a.3 L] LIVE <2> LIVE 538 M 4.9 W
333 F 4.6 A LIVE <3> LIVE 339 M 3.0 A
33a M 4.3 w LIVE <a> LIVE 340 M 4.7 L
533 M 4.5 A LIVE <3> LIVE 341 M 1.7 A
336 F 3.8 L] LIVE <6> LIVE 542 M 4.7 L]
FEMALE a2
717 543 F 4.4 A LIVE <1> LIVE 548 M 3.1 L}
Saa M 5.2 L] LIVE <2> LIVE 549 F 3.4 A
545 M 5.2 A LIVE <3> LIVE 530 M 5.0 L]
546 M 5.2 w LIVE <4> LIVE 551 M 5.2 A
E.RES <35> LIVE 332 M a.7 W
E.RES <6> E.RES
547 M 4.7 A LIVE <«7>
FEMALE a3
617 553 M 4.9 A LIVE <1> LIVE 339 F 4.8 A
354 M 4.4 w LIVE <2> LIVE 360 F Al w
333 F 4.9 A LIVE <3> LIVE 361 M A9 A
336 F 3.0 " LIVE <4> LIVE 362 M 4.8 L]
357 M 3.1 A LIVE <3> LIVE 363 M 3.1 A
5358 M 4.6 L} LIVE <&
FEMALE 44
a/7 564 F 5.2 A LIVE <1> LIVE 571 F 3.5 L}
363 M 5.8 L] LIVE <2> LIVE 572 F 3.3 A
366 F 5.1 A LIVE <3> LIVE 373 M 3.9 "
567 F 5.5 w LIVE <4> LIVE 574 F 3.0 A
E.RES <35> LIVE 575 M 5.8 w
568 F 5.3 A LIVE «<&> LIVE 576 M 5.2 A
569 F 5.1 L) LIVE <7> LIVE 577 M 5.6 "
570 M 5.0 A LIVE (&>
FEMALE 45 (Non-Pregnant)

LIVE - LIVE FETUS
DEAD - DEAQ FETUS

E.RES - EMBRYONIC RESORPTION
F.RES - FETAL RESORPTION

W - WILSON SLICING TECHNIQUE

A - ALIZARIN RED S SKELETAL STAINING TECHN.



RCC PROJECT 236114 CAE-UT - 8
SXX 0665 TECHNICAL 25-APR-91

CONTENTS OF UTERUS (PLAN VIEW)
GROUP 2 (10 MG/KG)

CORPGRA ===eFETUSES LEFT HORN —mem= IMPLANTATION ==~ FETUSES RIGHT HORN ----
LUTEA IDENT SEX WEIGHT ANGM. A/ SITES IOENT SEX WEIGHT ANOM, A/
L/R (GRAM) MALF. W <PGS. IN UTERUS> (GRAM) MALF. W

FEMALE a6
a/11 E.RES <1> LIVE 791 F 4.6 A

739 M 4,7 A LIVE <2> LIVE 792 M 4.4 W
E.RES ¢(3> LIVE 793 M 5.0 A

790 F 4.7 w LIVE <a> LIVE 794 M 4.6 w
<3> LIVE 793 F 4.4 A

<6> LIVE 796 F 4.7 L

<7> LIVE 797 M 2.6 A

<3> LIVE 798 M 4.8 w

<9> LIVE 799 M 4.5 A

<10> LIVE 800 M s.8 L

<11> (LIVE 801 F 4.3 A

FEMALE A7

8/6 802 F 4.3 A LIVE <1> LIVE ale F 4.5 A
803 F 3.7 w LIVE <2> LIVE 811 M 4.6 L]
804 L] 4.3 A LIVE <3> LIVE 812 F 4.5 A
8a3 F 4.2 L] LIVE <a> LIVE 813 L 4.8 L
806 M 4.3 A LIVE (3> LIVE ala M 4.3 A
8G7 L 8.7 L) LIVE <6> LIVE aLs L] 4.9 L}
808 L] 4.4 A LIVE <>
809 ] a.a L] LIVE <8>

FEMALE 48

319 965 M 5.0 A LIVE <1>» E.RES
966 M 4.3 L} LIVE <2> LIVE 970 M 5.4 L]
987 F 4.9 A LIVE <3> LIVE 971 F 4.8 A
968 M 4.9 w LIVE <a> LIVE 972 M 3.0 L)
969 F 5.1 A LIVE <35> LIVE 973 F 4.3 A
<6> LIVE 974 M 4.9 W
<7> LIVE 9753 M 4.7 A
<8> LIVE 976 M 5.0 W
<9> LIVE 977 M 4.3 A

FEMALE a9

8/35 978 F 4.7 A LIVE <1> LIVE 986 F 4.9 A
979 F 4.7 v LIVE <2> LIVE 987 M 5.7 L]
980 M 5.0 A LIVE <3> LIVE 988 M 4.9 A
41 M 4.3 L LIVE <a> E.RES
982 F 4.2 A LIVE <3
943 M 4.6 ] LIVE <é6>
984 M 5.0 A LIVE <>
983 F 4.2 w LIVE <8>

FEMALE 50

5/8 989 M 5.2 A LIVE <1> LIVE 993 M 5.2 A
930 F 4.9 w LIVE <2> LIVE 994 M 4.8 w
991 F 5.0 A LIVE <3> LIVE 993 F 4.8 A
992 F 4.2 w LIVE <4> LIVE 996 F 5.0 L
¢5> LIVE 297 M 3.1 A
LIVE - LIVE FETUS E.RES - EMBRYONIC RESORPTION ¥ - WILSON SLICING TECHNIQUE

0EAD - DEAD FETUS F.RES - FETAL RESQRPTION A - ALIZARIN RED S SKELETAL STAINING TECHN,
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RCC PROJECT 236114 CAE-UT - 9
SXX 0665 TECHNICAL o 25-APR-91
Conifidentii
CONTENTS OF UTERUS (PLAN VIEW) Copyightoy 2mer Au
the usa. utilisai:sn or distritulich
GROUP 3 (30 MG/KG) o e with the Canen
of Baycr AG.

CORPQORA ~=~-—FETUSES LEFT HORN -—-ms IMPLANTATION e—~= FETUSES RIGHT HOAN ----
LUTEA I0ENT SEX WEIGHT ANOM. A/ SITES TDENT SEX WEIGHT ANQM. A/
L/R (GRAM) MALF. W <POS. IN UTERUS> (GRAM) MALF.

FEMALE 31
7/8 91 F 5.4 A LIVE (1> LIVE 95 F 4.9 A

E.RES <2> LIVE 96 F 4.3 L]

92 M 3.3 L] LIVE <3> LIVE 97 F 2.3 oA
93 M 5.4 A LIVE <4> LIVE 98 F 3.9 "
E.RES <3> LIVE 99 M 3.8 A

9a M 5.7 L] LIVE <6> LIVE 100 F 4.7 "
<7> LIVE 101 F 5.0 A

FEMALE 32

716 267 M 5.3 A LIVE <1> LIvVEe 273 M 5.3 A
268 M 4.9 L] LIVE <2> LIVE 274 F 4.9 L4
269 F 5.0 A LIVE <3> LIVE 273 F 4.4 A
270 M 4.8 L LIVE <a> LIVE 274 F 3.1 L)
271 F 4.9 A LIVE <3> LIVE 277 F 3.0 A
272 F A7 L} LIVE (6>

FEMALE 33

7/8 278 M .2 A LIVE <1> LIVE 284 M 3.2 A
279 F 4.5 L] LIVE <2> LIVE 283 M 4.8 w
E.RES <¢3> LIVE 286 M 3.2 A
280 M 4.6 A LIVE <a> LIVE 287 M 4.3 w
281 M 4.8 L) LIVE <3> E.RES
282 F 4.1 A LIVE <6> LIVE 248 M 4.8 A
283 F 4.7 L} LIVE <>
FEMALE 54
715 289 F 4.4 A LIVE <1> LIVE 295 F a.6 A
E.RES <2> LIVE 296 M a.7 L]
290 F 4.1 L LIVE <3> LIVE 237 F 5.0 A
291 M 5.1 A LIVE <4> LIVE 298 F 4.6 L]
292 F 4.6 L} LIVE <35> LIVE 239 M 4.9 A
293 M 4.3 A LIVE (6>
29a M 4.9 L} LIVE <>

FEMALE 33

917 300 F 4.2 A LIVE <1> LIVE 309 F 5.2 ¥
301 M 5.0 L} LIVE <2> LIVE 310 M 4.8 A
3oz F A.8 A LIVE <3> LIVE 311 F 4.9 L]
3a3 F 4.3 L] LIVE <4> LIVE 312 F 3.0 A
304 M 5.2 A LIVE (3> LIVE 313 F 4.4 w
303 F 8.7 L) LIVE <6> LIVE 314 M 4.9 A
Jo6 M 5.1 A LIVE «7>
3a7 F 4.9 L] LIVE «<8>
308 F 4.0 A LIVE <9

FEMALE 36

5/8 315 F 4.5 A LIVE <1> LIVE 319 M 5.2 A
316 M 5.4 w LIVE <2> LIVE 320 F 8.7 "

317 F 4.8 A LIVE <3> LIvVE 321 F 3.1 A

318 M 5.1 L] LIVE <a> LIVE 322 £ 3.0 L

<3> LIVE 323 F a.l A

<6> LIVE 324 F 4.7 "

<7> LIVE 325 M 4.9 A

FEMALE 37

917 578 M 3.2 A LIVE <1> LIVE 586 M 4.9 A
579 M 3.2 L] LIVE <2> LIVE 587 F a.3 kL
580 F 4.8 A LIVE <¢3> LIVE 588 M 4.7 A
581 F LI L} LIVE <4> E.RES
582 F a7 A LIVE <3> LIVE 389 F 4.8 L}
583 M 5.0 L} LIVE <6> LIVE 590 M 3.2 A
584 M 3.4 A LIVE <>
385 M 4.9 L] LIVE «8>

LIVE - LIVE FETUS E.RES - EMBRYQNIC RESORPTION W - WILSON SLICING TECHNIQUE

DEAD - DEAO FETUS F.RES - FETAL RESORPTION A - ALIZARIN RED S SKELETAL STAINING TECHN.




RCC PROJECT 236114
SXX 0665 TECHNICAL

CONTENTS OF UTERUS
GROUP 3 (30 MG/KG)

(PLAN VIEW)

CAE-UT - 10

25-APR-91

CORPORA —-<o_FETUSES LEFT HORN ~-e-e- IMPLANTATION -~ FETUSES RIGHT MOAN ----
LUTEA I0ENT SEX WEIGHT ANOM. A/ SITES IDENT SEX WEIGHT ANCM. A/
L/R (GRAM) MALF. <PGS. IN UTERUS> (GRAM) MALF. v
FEMALE 58
3/8 391 M 8.7 A LIVE <1> LIVE 596 F a.2 W
592 M (9% ) L] LIVE <2> LIVE 397 M 4.6 A
393 M 4.4 A LIVE <3> LIVE 598 F 5.0 w
392 F 4.3 L] LIVE <4> LIVE 599 F 4.2 A
595 M 4.0 A LIVE <35> LIVE 600 F 4.3 w
<6> LIVE 601 M 3.6 A
FEMALE 59
917 602 M 8.1 A LIVE <1> LIVE 610 M 5.2 A
603 F 4.8 w LIVE <2> LIVE 611 F 4.4 "
604 M 5.0 A LIVE <¢3> LIVE 812 lad 5.2 A
6035 F 4.8 L] LIVE <4> LIVE 613 F 4.8 w
606 L] 5.3 A LIVE <3> LIVE 614 M 4.8 A
607 M 4.8 L) LIVE <6> LIVE 615 M 4.8 v
608 F 4.3 A LIVE <>
609 F 4.5 W LIVE <8
FEMALE 60
4/10 616 M 5. A LIVE <1> LIVE 618 F 5.3 A
E.RES <¢2> E.RES
617 F 4.3 w LIVE <3> LIVE 619 M 3.4 w
<4> LIVE 620 M 3.7 A
<3> LIVE 621 M 4.7 w
<6> LIVE 622 F 4.3 A
<7> LIVE 623 F 3.1 L]
<8>» LIVE 624 F a.7 A
<9> LIVE 625 M a.7 L]
FEMALE 61
217 §26 F 5.0 A LIVE <1> LIVE 628 M 5.2 A
627 F 5.0 L] LIVE <2> LIVE 629 F .8 w
<3> LIVE 630 F 5.2 A
<4> LIVE 631 M 3.3 W
<3> LIVE 632 F 5.2 A
<6> LIVE 633 L] 4.9 L]
<7> LIVE §34 F 5.0 A
FEMALE 62
8/6 633 M 5.1 A LIVE <1> LIVE 643 M 3.6 A
636 M 5.3 w LIVE (2> LIVE 644 M 5.9 w
637 F 5.1 A LIVE <3> LIVE 6453 M 5.0 A
638 F 5.0 v LIVE <4> LIVE 646 F 4.7 L]
639 M 5.5 A LIVE <3> LIVE 647 F 4.2 A
640 F 4.7 L] LIVE <§> E.RES
641 M 4.9 A LIVE <7>
642 F 3.9 L LIVE <«8>
FEMALE 63
4/8 848 F 5.4 A LIVE <1> LIVE 650 F 3.1 A
649 M 5.6 w LIVE <2> LIVE 6351 M 3.3 w
¢3> LIVE 652 M 5.7 A
<&> LIVE 653 F 5.3 L]
<5> LIVE 654 M 5.6 A
(6> E.RES
<7> LIVE 6335 F 4.9 W
<8> LIVE 656 M 5.0 A

LIVE - LIVE FETUS
OEAD - DEAD FETUS

E.RES - EMBRYONIC RESORPTION
F.RES - FETAL RESCRPTION

W - WILSON SLICING TECHNIQUE

A - ALIZARIN RED S SKELETAL STAINING TECHN.




e

RCC PROJECT 236114 CAE-UT - 11
SXX 0665 TECHNICAL 25-APR-91
Contidential

CONTENTS OF UTERUS (PLAN VIEW)  Copyrignt by ayer AQ

GROUP 3 30 MG I KG the usa.. utllisatian o- distritution
( ) ia only psrmittod with the consent
of Bayor AG.

CORPORA ae=w_FETUSES LEFT HORN —-eco IMPLANTATION === FETUSES RIGHT HORN ——--
LUTEA IBENT SEX WEIGHT ANOM. A/ SITES IOENT SEX WEIGHT ANGM. A/
L/R (GRAM) MALF. w <P3S. IN UTERUS> (GRAM) MALF.

FEMALE 64
/4 637 M 5.0 A LIVE <1> LIVE 663 M 5.4 A

658 F 5.2 L] LIVE <2> LIVE 664 F 5.1 "

639 F 5.1 A LIVE <3> LIVE 665 M 5.6 A

660 F 5.3 W LIVE <4> LIVE 666 F 3.8 "
E.RES <3

661 M 4.6 A LIVE <«6>

662 M 3.0 " LIVE <7>

FEMALE 63

8/3 667 F 5.0 A LIVE <1> LIVE 674 F 5.1 L]
648 F s.1 W LIVE <2> LIVE 675 M 5.8 A
669 M 5.8 A LIVE <¢3> LIVE 676 F a.8 w
670 M 5.7 L] LIVE <4> LIVE 877 M 3.8 A
671 F 3.1 A LIVE <35> (IVE §78 M 5.7 W
672 F 3.2 w LIVE <6>
673 F 3.2 A LIVE <7

FEMALE 66

6/6 879 M 3.4 A LIVE <1> LIVE (1.1 F 3.0 v
630 F 4.6 w LIVE <2> LIVE 683 M 5.0 A
681 F 3.0 A LIVE <3> LIVE 686 M 5.3 L}
682 F 4.8 L) LIVE <a> LIVE 637 M 5.4 A
683 F 5.0 A LIVE <3> LIVE 638 M 3.1 -

FEMALE 67

717 639 F 4.4 A LIVE <(1> LIVE 695 F 4.9 A
6§94 F 4.4 w LIVE <2> LIVE 696 M 4.9 L
691 F 4.7 A LIVE <3> LIVE 697 F a.l A
692 M 4.2 L) LIVE <a> LIVE 638 F 4.5 L)
693 ™ 4.6 A LIVE <35> LIVE 6§99 M .9 A
694 F 4.3 L] LIVE <&

FEMALE 68

8/7 700 M 4.9 A LIVE <1> LIVE 703 F 2.3 L)
E.RES ¢2> LIVE 706 L] 5.4 A

701 F 5.0 w LIVE <3> LIVE 707 M 5.3 L)

E.RES <&> LIVE 708 F 5.0 A

702 F 4.9 A LIVE <3> LIVE 709 F 4.9 o

- 703 F 4.7 w LIVE <6> LIVE 710 M 3.4 A

704 F 4.1 A LIVE <7> LIVE 711 M 5.1 L}

FEMALE 69 (Non-Pregnant)

FEMALE 70
913 816 M 3.3 A LIVE <1> LIVE 824 M 5.2 A
817 M 5.5 L) LIVE <2> LIVE 825 F 4.9 L
E.RES <3> LIVE 826 F a.7 A
818 M 3.2 A LIVE <a>
819 M 5.3 " LIVE <35>
820 F 4.9 A LIVE <6>
821 M 5.2 " LIVE <7>
822 F 4.8 A LIVE <8&>
823 M 5.5, W LIVE <9
LIVE - LIVE FETUS E.RES - EMBRYONIC RESORPTION W - WILSON SLICING TECHNIQUE

DEAD - OEAD FETUS F.RES - FETAL RESORPTION A - ALIZARIN RED S SKELETAL STAINING TECHN.




RCC PROJECT 236114 CAE-UT - 12
SXX 0665 TECHNICAL 25-APR-91

CONTENTS OF UTERUS (PLAN VIEW)
GROUP 3 (30 MG/KG)

CORPORA ~mmeFETUSES LEFT HORN ———ue IMPLANTATION ~=-= FETUSES RIGHT HORN ——--
LUTEA IDENT SEX WEIGHT ANOM. A/ SITES IDENT SEX WEIGHT ANGM. A/
L/R (GRAM) MALF. W <POS. IN UTERUS> (GRAM) MALF. W
FEMALE 71
8/6 827 M 5.6 A LIVE <1> LIVE 834 F 5.2 L]
828 F 5.2 L] LIVE <2> LIVE 835 M 5.7 A
829 F 3.3 A LIVE <3> LIVE 836 F 5.3 L
830 M 3.2 L] LIVE <a> LIVE as7 F 5.1 A
E.RES <35> LIVE 833 £ 5.0 "
831 M 5.6 A LIVE <6> LIVE a39 F 4.8 A
832 ] 3.3 L] LIVE <«7>
833 M 3.0 A LIVE <a>
FEMALE 72
LR 856 F 5.0 A LIVE <1> LIVE 861 F 3.3 W
as57 M 5.3 " LIVE <2> LIVE 862 F 5.3 A
858 F 3.3 A LIVE <3> LIVE 863 M 3.3 Ly
E.RES <4> LIVE 864 F 3.0 A
( 859 M 3.3 w LIVE <3
E.RES <6>
860 M 3.2 A LIVE <>
FEMALE 73
11/2 998 M 3.0 A LIVE <1> LIVE 1006 F 4.9 A
999 F 4.4 L} LIVE <2> LIVE 1007 H 5.2 ¥
E.RES <3
1000 F 4.8 A LIVE <&
1001 M 4.3 v LIVE <3
1002 M 3.2 A LIVE <6>
1003 M 4.8 L] LIVE <>
E.RES <8>
F.RES <9>
1004 M 4.3 A LIVE <10>
1003 F 4.3 Li LIVE <11>
FEMALE 74
1273 1008 F 3.1 A LIVE <1> E.RES
1009 F 5.0 L LIVE <2> LIVE 1019 M 3.1 L]
1010 F 4.8 A LIVE <3> LIVE 1020 M 5.0 A
1011 L] a6 L LIVE <&
1012 M 3.0 A LIVE <35>
1013 F 4.3 L] LIVE <62
10148 F 4.8 A LIVE <D
E.RES <&
‘ 1013 F 3.1 L] LIVE <9
{ 1016 F 3.0 A LIVE <10>
- 1017 F 4.8 L] LIVE <11>
1018 M 3.1 A LIVE <12>
FEMALE 75
715 1021 F 4.8 A LIVE <1> LIVE 1028 F 4.6 W
1022 F 4.5 L) LIVE <2> LIVE 1029 F 4.6 A
1023 F L A LIVE (3> E.RES
1024 M 4.8 w LIVE <a> LIVE 1030 M 8.9 L]
1025 M 4.8 A LIVE <35> LIVE 1031 F 4.2 A
1026 M 4.3 L] LIVE <6>
1027 F 4.3 A LIVE <7
LIVE - LIVE FETUS E.RES - EMBRYONIC RESORPTION ¥ - WILSON SLICING TECHNIQUE

DEAD - DEAD FETUS F.RES - FETAL RESORPTION A - ALIZARIN RED § SKELETAL STAINING TECHN.




RCC PROJECT 236114
SXX 0665 TECHNICAL

CONTENTS OF UTERUS (PLAN VIEW)

CAE-UT - ]
25-APR-S
Configenttai

Copyright by bay - ats

G R 0 U P 4 ( 1 OO M G / K G ) the usa, utllisaiicn or dizuivuwiun
I8 only psmittad with the concent
0f Bayer AG.
CORPORA ==-<_FETUSES LEFT HORN =—e-- IMPLANTAT —_— . AN —--
LUTEA IDENT SEX WEIGHT ANOM. A/ SITES Tou zneurFE;g;Eswgig:; “ENON- A
L/R (GRAM) MALF. <POS. IN UTERyS> (GRAM) MALF.
FEMALE 76
9/10 102 F 4.8 A LIVE (1> F.Res
103 F 4.6 w LIVE <2> £.RES
104 F 4.8 A LIVE <3> g.Rres
103 F 4.7 Y LIVE <¢a> E.RES
E.RES <3>
106 F 4.4 A LIVE <>
FEMALE 77
8/7 107 M 5.3 A LIVE <1> LIve 14 F 5.0 L4
108 H 3.0 L4 LIVE <2> (Ive ix: F 4.6 A
109 M 5.0 A LIVE 3> Live 116 F 5.0 W
110 F 3.0 ¥ LIVE <a> LIve 117 F 4.2 A
111 F 4.7 A LIVE <3> (Ivg 118 F 5.0 L]
\ 112 F 4.9 L] LIVE <6>
113 F a.s A LIVE «7>
FEMALE 78
10/3 326 F 5.2 A LIVE <1> tv1ive 333 M 3.6 Ll
327 M 2.0 L] LIVE <2> €.RES
328 M 3.4 A LIVE <3> LIvE 336 F 4.3 Moo
329 M 5.0 L] LIVE <a>
330 F 4.9 A LIVE <¢3>
331 F 5.2 L] LIVE <6>
332 F 5.2 A LIVE <¢7>
333 F 3.2 L] LIVE <8>
334 F 5.1 A LIVE «<9>
FEMALE 79
6/9 337 F 4.2 A LIVE <1> LIVE 3a0 F 4.2 "
338 M 4.5 " LIVE <2> LIVE 341 F 4.3 A
F.RES <3> LIVE 342 fF 4.0 "
F.RES <a> LIVE 343 M 3.4 A
339 M 4.8 A LIVE (3> LIVE 344 F 3.3 w
<6> LIVE 343 M 4.1 A
<7> LIVE 346 F 4.8 w
<8> LIVE 347 M 4.9 A
FEMALE 80
76 348 M a4 A LIVE <1> LIVE 353 F a7 L]
349 F 4.9 L] LIVE <2> LIVE 356 M 3.0 A
; 350 F 4.4 A LIVE <3> LIVE 337 F 3.2 "
, N 351 M 3.3 v LIVE <a> LIVE 338 M 3.3 A
332 M 5.2 A LIVE <3> LIVE 359 F 4.3 L]
3553 F 4.7 ¥ LIVE <6> LIve 360 F 5.2 A
334 M 4.6 A LIVE <7
FEMALE 81
716 361 M 4.8 A LIVE <1> LIve 368 M 3.1 W
362 F 4.8 L] LIVE <2> LIVE 369 F 5.0 A
363 H 4.9 A LIVE <3> LIVE 370 F 5.0 4
364 F A.8 ¥ LIVE <4> LIVE 371 M 5.2 A
365 F 5.2 A LIVE <3> LIVE 372 F 5.0 W
366 M 5.3 W LIVE <6>
367 F 4.9 A LIVE <7
LIVE - LIVE FETUS E.RES - EMBRYONIC RESORPTION W - WILSON SLICING TECHNIQUE

DEAD - DEAD FETUS F.RES - FETAL RESORPTION A - ALIZARIN RED S SKELETAL STAINING TECHN.




RCC PROJECT 236118
SXX 0665 TECHNICAL

CONTENTS OF UTERUS (PLAN VIEW)
GROUP 4 (100 MG/KQG)

CAE-UT - 14
25-APR-91

CORPQRA ~«>wFETUSES LEFT HORN —vwe- IMPLANTATION —— HORN ~===
LUTEA IOENT SEX WEIGHT ANOM, A/ SITES IDENTFE;g:ESNE§g:; ENOH. Al
L/R (GRAM) MALF, w <P0S. IN UTERUS) (GRAM) MALF.

FEMALE 82
8/7 F.RES <1> LIVE 317 M 4.3 A

373 M 4.1 A LIVE <2> LIVE 378 M 4.3 L)

374 F 4.4 w LIVE <3> LIVE 379 F 3.8 A
F.RES <aA> LIVE 3a0 F 4.3 L]
E.RES (3> E.RES

375 F 3.1 A LIVE <6> LIVE 3a1 M a.1 A
E.RES <>

376 M 4.2 L LIVE <8>

FEMALE 83

716 382 M 4.0 A LIVE <1> LIVE 387 F 5.3 W
383 M 3.3 L} LIVE <2> LIVE 3a8 M 5.0 A
38a F 4.8 A LIVE <3> LIVE 389 M 5.2 v
E.RES <4> LIVE 390 F 5.1 A
3as M (] L] LIVE <35> LIVE 391 M 4.8 L
E.RES <6>
386 F A.8 A LIVE <>

FEMALE 084

219 E.RES <1> LIVE 392 F 5.0 A
<2> E.RES
<3> E.RES
<4> E.RES

FEMALE 85
7/8 393 M 5.6 A LIVE <1> E.RES

394 M 3.3 w LIVE <2> E.RES

E.RES <¢3> LIVE 397 F 5.3 A
395 M 5.4 A LIVE <4> LIVE 398 M 5.1 w
396 F 5.1 L] LIVE <5> F.RES

E.RES <§> LIVE 399 F 4.8 A

FEMALE 86

917 400 M 5.8 A LIVE <1> LIVE 407 F 5.1 w
401 M 5.7 L] LIVE <2> LIVE 408 F 5.2 A
402 M 4.2 A LIVE <3> ALIVE 409 F 5.0 w
403 F 5.3 w LIVE <a> E.RES
404 F 4.7 A LIVE <35> LIVE alo M 5.3 A
403 F 5.0 L] LIVE <4> E.RES
E.RES <7> E.RES
406 M 3.3 A LIVE <3>
FEMALE 87
8/7 E.RES <1> LIVE 718 M 5.4 A
712 M 4.7 A LIVE <2> LIVE 719 F 4.5 (]
713 M 4.7 w LIVE <3> LIVE 720 F 4.7 A
71s F 4.4 A LIVE <4> LIVE 721 M a.% w
E.RES <3> LIVE 722 M 5.1 A
713 M 4.6 w LIVE <6> LIVE 723 F 4.7 L
716 M 4.2 A LIVE <7»
717 M 4.5 w LIVE <a>
FEMALE 88
9/ F.RES <1> LIVE 731 M 5.5 ]
724 F 4.2 M A LIVE <«2> LIVE 732 M 5.6 A
725 M 5.8 L] LIVE <3> LIVE 733 F 5.1 W
726 F 4.3 A LIVE <a> LIVE 73a M 5.4 A
727 M 5.5 L] LIVE <5
728 F 5.1 A LIVE <6>
729 M 5.8 L] LIVE <(7>
E.RES <&>
730 F 4.7 A LIVE <9
LIVE - LIVE FETUS E.RES - EMBRYONIC RESORPTION W - WILSON SLICING TECHNIQUE

DEAD - OEAD FETUS

F.RES - FETAL RESORPTION A - ALIZARIN RED § SKELETAL STAINING TECHN.




RCC PROJECT 236114 : AE-UT - 1
SXX 0665 TECHNICAL ¢ 555’APR_9

CONTENTS OF UTERUS (PLAN VIEW)
GROUP 4 (100 MG/Kg)

CORPORA $o==-FETUSES LEFT HOAN ——.__ IMPLANTAT —_— p AN e
LUTEA IDENT SEX WEIGHT ANOM. A/ SITES Tow msmrsgggss'sﬂgg:; ngon. A/
L/R (GRAM)  MaLF. ] <POS. IN UTERYS> (GRAM) MALF.

————

FEMALE 89

4/5 738 F 5.8 A LIVE ¢1> LIVE 7 £ s.6 A
736 F 4.9 L] LIVE «¢2> LIVE ;;a M 5.8 w
3> LIve 739 M 5.a A

FEMALE 90 (Non-Pregnunt)

FEMALE 91
8/6 740 F 4.2 A LIVE <1»> LIVE 746 M 4.7 A

7a1 M 5.1 L LIVE «¢2> LIve 7a7 F 4.9 "
742 F 4.1 A LIVE <3> g Res
7a3 M a4 L] LIVE <¢a> LIVE 748 M 4.7 A
744 F 4.3 A LIVE <35> g pes

E.RES <> E.Res
748 M 4.2 L] LIVE «7>

E.RES <a>

FEMALE 92

717 F.RES ¢1> g.pes
749 M S.a A LIVE ¢2> £.res

750 M 4.3 w LIVE <¢3> 1ve 753 F 4.7 A

F.RES <a> |Tvg 754 M 4.6 w

751 F 4.1 A LIVE <35> (1ve 753 F 3.1 A
752 F 3.9 w LIVE <6> F.Res

: <7> LIve 756 F 4.4 w

FEMALE 93

8/8 840 M 4.7 A LIVE <1> (rve 848 F 8.1 A
84) M 4.6 w LIVE <2> rve 849 F 4.7 L]
842 F a.s A LIVE ¢3> (1ve 85a M 4,9 A
843 M 4.8 L LIVE <a> (rve as) F 4.4 L]
844 F 2.5 A LIVE <35> (1ve 852 M 4.6 A
8453 M 4.3 L LIVE <6> Lrve 8353 F 4.6 w
846 M 4.9 A LIVE <7> (1ve 854 M 4.6 A
847 F 4.4 " LIVE <& vL1ive 8ss F 4.6 L]

FEMALE 94

718 863 M 5.0 A LIVE <1> (rve 872 M 4.6 w
866 F 4.7 L LIVE <¢2> (Ive 873 F 4.3 A
867 M 4.3 A LIVE <3 (1ve 874 F 4.9 w
868 M . as w LIVE «<a> gve 873 M 4.1 A
869 F s.0 A LIVE <3> LIve 875 M 4.9 ]
370 F 4.6 w LIVE «¢6> E.RES
871 F 4.5 A LIVE «<7»

FEMALE 95

8/7 a77 F 5.1 A LIVE «¢1> Lrve 88s M 5.2 A
878 M 4.9 w LIVE <¢2> (IvE 885 F 4.7 w
a79 M 4.3 A LIVE <¢3> (rIve 887 M 5.2 A
83Q M 4.5 W LIVE <a> (IVE | 8ag M 3.2 w
ast M 5.1 A LIVE <¢s5> (rve 889 F 5.0 A
882 F 4.9 L] LIVE ¢8> LIve 8%q F 3.6 W
883 F 3.5 A LIVE «<7>
884 F a.7 ] LIVE «<s8»

FEMALE 9¢

6/8 891 M 4.9 A LIVE <I> Lrve 893 M 5.0 A
892 M 4.7 L] LIVE <2> (1ve 89a F 5.1 W
E.RES (3> LIVE a9s F 4.3 A
<4> E.RES
<5> LIVE 896 F 4.5 U]
<§> E.RES
<7> LIVE 897 M 4.3 A
LIVE - LIVE FETUYS E.RES -~ EMBRYONIC RESORPTION ¥ - WILSON SLICING TECHNIQUE
0EAQ0 - BEAD FETUYS F.RES - FETAL RESORPTION A < ALIZARIN RED S SKELETAL STAINING TECHN.

€8




RCC PROJECT 236113 CAE-UT - 16
SXX Q665 TECHNICAL 25-APR-91

CONTENTS OF UTERUS (PLAN VIEW)
GROUP 4 (100 MG/KG)

CORPGORA -=-—FETUSES LEFT HORN ———=- IMPLANTATION m=we FETUSES AICHT HORN =mw-
LUTEA IDENT SEX WEIGHT ANOM. A/ SITES IDENT SEX WEIGHT ANOM. A/
LR (GRAM) MALF. W <POS. IN UTERUS)> (GRAM) MALF.

FEMALE 97
379 898 F a.7 A LIVE <1> LIVE 900 F 8.5 A

899 F 4.8 w LIVE <2> LJIve 901 M 2.4 L]
E.RES <3> (Llve 902 M 3.8 A
<4> LIVE 903 M 3.1 W
<3> LIVE 904 F 4.4 A
<6> F_RES
<7> F.RES
<8> LIVE 903 F 3.9 L
<9> LIVE 906 F 4.4 A
FEMALE 98
716 1032 F 4.9 A LIVE <1> LIve 1038 M 3.4 A
1033 F k.7 L] LIVE <2> E.RES
1034 F 3.3 A LIVE <3> LIve 1039 F 5.1 "
1035 F 3.3 w LIVE <a> LIveE 1040 F 4.9 A
1036 F 4.6 A LIVE <3> E.RES
1037 F 3.2 L] LIVE <6>
€.RES <7>

FEMALE 99

716 10a1 M 3.2 A LIVE <1> LIve 1048 F 3.0 w
1042 M 3.0 L LIVE <2> LIve 1049 F 5.0 A
1043 M 3.2 A LIVE <3> CLIVE 1030 M 5.3 "
1044 F 4.3 w LIVE <4> LIVE 10351 F 5.1 A
1045 F 4.9 A LIVE <35> LIVE 1052 F 4.9 v
1046 M 5.1 w LIVE <6>
1047 F 5.0 A LIVE <7>

FEMALE 100

8/8 1033 M 4.4 M A LIVE <1> E.RES
10354 F 4.3 L] LIVE <2> LIVE 1059 M 4.4 A
F.RES <3> LIVE 1060 M 2.3 L]
1053 M 5.4 A LIVE <4> E.RES
1056 F 3.9 L] LIVE <3> LIVE 1061 F 3.8 A
1057 F 4.7 A LIVE <6> E.RES
1058 F 4.4 L] LIVE <7> LIVE 1062 F 3.7 "
<8> LIVE 1063 M 5.0 A
LIVE - LIVE FETUS E.RES - EMBRYONIC RESORPTION W - WILSON SLICING TECHNIQUE

OEAD - DEAD FETUS F.RES - FETAL RESORPTION A - ALIZARIN REQ S SKELETAL STAINING TECHN.
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MATING/NECROPSY SCHEDULE AND INOIYIDUAL NECROPSY FINDINGS

Group 1 (0 mg/kg)y-

Female Male Day O Date of Necropsy
Na. No.~ p.c. necropsy findings
1 73 April 26, 1989 May 17, 1589 No abnormal findings
| 2 79 April 26, 1989 May 17, 1989 No abnormal findings
3 85 April 26, 1989 May 17, 1989 White warms in the
intestines
4 96 April 26, 1989 May 17, 1989 No abnormal findings
5 97 April 26, 1989 May 17, 1989 No abnermal findings
6 11 April 27, 1989 May 18, 1989 No abnarmal findings
7 26 April 27, 1989 May 18, 1989 No abnarmal findings
8 39 April 27, 1989 May 18, 1989 Na abnormal findings
9 45 April 27, 1989 May 18, 1989 No abnormal findings
10 7 April 28, 1989 May 19, 1989 white worms in the
intestines
11 17 April 28, 1989 May 19, 1989 No abnormal findings
12 60 April 28, 1989 May 19, 1989 No abnormal findings
13 €6 April 28, 1989 May 15, 1989 No abnormal findings
14 71 April 28, 1989 May 19, 1989 No abnormal findings
15 80 April 28, 1989 May 19, 1989 No abnormal findings
16 86 April 28, 1989 May 19, 1989 No abnormal findings
17 94 April 28, 1989 May 19, 1989 No abnormal findings
18 33 May 1, 1989 May 22, 1989 Ne abnermal findings
19 62 May 1, 1989 May 22, 1989 No abnormal findings
20 76 May 1, 1989 May 22, 1989 No abnormal findings
21 2 May 3, 1989 May 24, 1989 No abnermal findings
22 14 May 3, 1989 May 24, 1989 No abnarmal findings
23 20 May 3, 1989 May 24, 1989 No abnormal findings
24 26 May 3, 1989 May 24, 1989 No abnormal findings
25 27 May 3, 1989 May 24, 1989 No abnarmal findings

* = Number of male mated with the female.
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MATING/NECROPSY SCHEDULE AND INDIVIDUAL NECROPSY FINDINGS

Group 2 (10 mg/kg)

Female Male Day O Date of

Necropsy
No. No.~ p.c. necropsy findings
26 84 April 26, 1989  May 17, 1989 No abnarmal findings
27 93 April 26, 1989 May 17, 1989 No abnormal findings
28 12 April 27, 1989 May 18, 1989 No abnarmal findings
29 19 April 27, 1989 May 18, 1989 No abngrmal findings
30 22 April 27, 1989 May 18, 1989 Non-pregnant; no abnormal
findings
31 33 April 27, 1989 May 18, 1989 No abnormal findings
32 46 April 27, 1989 May 18, 1989 No abnormal findings
33 57 April 27, 1989 May 18, 1989 No abnarmal findings
34 58 april 27, 1989 May 18, 1989 No abnormal findings
35 63 April 27, 1989 May 18, 1989 No abnormal findings
36 74 April 27, 1989 May 18, 1989 No abnormal findings
37 77 April 27, 1989 May 18, 1989 No abnormal findings
38 78 April 27, 1989 May 18, 1989 No abnormal findings
39 1 April 28, 1989 May 19, 1989 No abnermal findings
40 15 April 28, 1989 May 19, 1989 No abnormal findings
41 32 April 28, 1989 May 19, 1989 No abnormal findings
42 51 April 28, 1989 May 19, 1989 No abnormal findings
43 53 April 28, 1989 May 19, 1989 No abnormal findings
44 98 April 28, 1989 May 19, 1989 No abnormal findings
45 42 May 1, 1989 May 22, 1989 Nen-pregnant; uterus
containing fluid
46 - 46 May 1, 1989 May 22, 1989 White warms in the
intestines
47 57 May 1, 1989 May 22, 1989 White worms in the
intestine
43 3 May 3, 1989 May 24, 1989 No abnormal findings
49 7 May 3, 1989 May 24, 1989 No abnormal findings
50 17 May 3, 1989 May 24, 1989 White warms in the

intestines

* = Number of the male mated with the female.
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MATING/NECROPSY SCHEDULE AND INDIVIDUAL NECROPSY FINDINGS

Group 3 (30 mglgg)

Female Male O0ay G Date of

Necraopsy

No. No.~ p.c. necropsy findings

51 72 April 26, 1989 May 17, 1989 White worms in the
intestines

52 34 April 27, 1389 May 18, 1989 White worms in the
intestines

53 44 April 27, 1989 May 18, 1989 No abnormal findings

54 61 April 27, 1983 May 18, 1989 No abnormal findings

55 62 April 27, 1989 May 18, 1989 No abnormal findings

56 80 April 27, 1989 May 18, 1989 No abnormal findings

57 3 April 28, 1989 May 19, 1989 White warms in the
intestines

58 4 April 28, 1989 May 19, 1989 No abnormal findings

59 18 April 28, 1989 May 19, 1989 White worms in the
intestines

60 29 April 28, 1989 May 19, 1989 No abnormal findings

61 31 April 28, 1989 May 19, 1989 White warms in the
intestines

62 37 April 28, 1989 May 19, 1989 No abnormal findings

63 44 April 28, 1989 May 19, 1989 No abnormal findings

64 55 April 28, 1989 May 19, 1989 No abnormal findings

65 €8 April 28, 1989 May 19, 1989 No abnormal findings

66 75 April 28, 1989 May 19, 1989 No abnormal findings

67 83 April 28, 1989 May 19, 1989 No abnormal findings

68 87 April 28, 1989 May 19, 1989 No abnormal findings

69 90 Aprii 28, 1989 May 19, 1989 Non-pregnant; no abnarmal
findings

70 34 May 1, 1989 May 22, 1989 No abnormal findings

71 77 May 1, 1589 May 22, 1989 White worms in the
intestines

72 95 May 2, 1989 May 23, 1989 White worms in the
intestines

73 12 May 3, 1989 May 24, 1989 No abnormal findings

74 40 May 3, 1989 May 24, 1989 No abnormal findings

75 43 May 3, 1989 May 24, 1989 No abnormal findings

* = Number of the male mated with the female.
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MATING/NECROPSY SCHEDULE AND INDIVIDUAL NECROPSY FINDINGS
Group 4 (100 mg/kg)
Female Male Day O Date of Necropsy
Nag. No.* p.c. necraopsy findings
76 69 April 26, 1989 May 17, 1989 No abnormal findings
77 81 April 26, 1989 May 17, 1989 No abnarmal findings
78 23 April 27, 1989 May 18, 1989 No abnarmal findings
79 35 April 27, 1989 May 18, 1989 White worms in the
intestines
80 43 April 27, 1989 May 18, 1989 No abnarmal findings
Bl 47 April 27, 1989 May 18, 1989 No abnormal findings
82 54 April 27, 1989 May 18, 1989 No abnarmal findings
83 70 April 27, 1989 May 18, 1989 No abnormal findings
84 S0 April 27, 1989 May 18, 1989 No abnormal findings
85 92 April 27, 1989 May 18, 1989 No abnormal findings
86 95 April 27, 1989 May 18, 1989 No abnormal findings
87 2 April 28, 1989 May 19, 1989 No abnormal findings
88 5 April 28, 1989 May 19, 1989 No abnormal findings
89 41 April 28, 1989 May 19, 1989 No abnormal findings
90 70 April 28, 1989 May 19, 1989 Non-pregnant; no abnarmal
findings
91 89 April 28, 1989 May 19, 1989 No abnormal findings
92 951 April 28, 1989 May 19, 1989 No abnormal findings
93 15 May 1, 1989 May 22, 1989 No abnormal findings
94 4 May 2, 1589 May 23, 1589 No abnormal findings
95 5 May 2, 1989 May 23, 1989 No abnormal findings
96 13 May 2, 1989 May 23, 1989 White worms in the
intestines
97 22 May 2, 1989 May 23, 1989 No abnarmal findings
98 45 May 3, 1989 May 24, 1989 White worms in the
intestines
99 19 May 3, 1989 May 24, 1989 No abnormal findings
100 35 May 3, 1989 May 24, 1989 No abnormal findings

* = Number af the male mated with the female.
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pbaYs P.C.

FOOD CONSUMPTION
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SUBGROUP FEMALES
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C1-JUN-89
paYs pP.C.

FOOD CONSUmMPTLI

anN (G/7/ANIMAL/ DAY
SUBGROUP FEMaAaLES

GROUP 1 (O MG /-AKG)>

ANTHAL paYS . —
NUNBER 0-4 6-11 11-14
101 2 14 21 Conticd=nts
; taiye by Dav,d AG
i 2 2 23 f;'oap‘:x“sz‘;l?‘-{.;;:;n‘or distritution
4 7 f 2 ls. only pormitied witn the consont
10 " i 24 of Bayer AG.
105 20 19 20
106 2 27 2
107 21 2 22
108 {8 2 20
109 19 18 20
110 ¢ 19 17 15

GROUP 2 <1LO MG AKG>

ANINAL DAYS -

NUMBER 0-6 6-11 11-16
i 19 18 3
112 20 2 2
13 F3 4\ 22
144 18 19 20
115 22 20 22
114 19 20 22
117 19 19 20
118 2 2 22
119 ¢ 20 20 14
120 18 A 20

GROUP 3 (30 MG KGO

ANINAL DAYS .

NUMBER 0-4 4-11 11-14
12t 20 18 20
122 13 17 19
123 19 19 2
124 20 20 22
125 19 18 L4l
126 20 ¥ 2
127 19 17 20
128 1 17 17
129 20 22 2
130 r&| a 24

() Animal not considered for evaluation
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DAYS P .C.

FOOD conMsSuUumnpP T
A

(G/ANIMAL /DAY
SsUBGROUP FEM T

ION
LES

GROUP 4 (100 MG/ KGO

ANIMAL DAYS -

NURBER 0-4 g-11 11-16
13 18 14 19
132 ral 19 22
113 20 18 3
134 19 18 22
133 17 1 14
136 18 18 20
137 18 13 20
138 20 20 2
139 20 19 Pl

140 2 20 U
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DIFFERENCES IN FOOO CONSUMPTION OF DAMS, MEAN (G/ANIMAL/DAY) SUBGROUPS

Group Days past coitum
Q-6 6 - 11 11 - 16
(mg/kg) g (¥%)" g (¥ g (-
1 26.0 19.5 (-2.5)* 21.5 (+7.5)"
)
2 19.5 19.7 (+1.0)~ 21.5 (+10.3)~
(10) (-2.5)"" (+1.0)* (£0.0)*~
3 19.4 19.1 (-1.5)" 20.6 (+6.2)*
(30) (-3.0)"" (-2.1)"~ (-4.2)=
4 19.1 18.3 (-4.2)~ 20.5 (+7.3)"
(1oq) (-4.5)"~ (-6.2)~* (~4.7)*~
Group Days post coitum
6 - 16"
(mg/kg) g (%)
1 20.5 (+2.5)*
(0)
2 20.6 (+5.6)*
(10) (+0.5)**
3 19.9 (+2.6)*
(30) (-2.9)*"
4 19.4 (+1.6)"
(100) (-5.4)**

*~ = Percentages refer to the values of the pre-dosing period.

** = percentages refer to the values of group 1.

**x - The calculations of food consumption and body weight gain during the

treatment period started on day 6 post coitum (immediately prior to the
first administration) and ended on day 16 post coitum (approximately 24

hours after the last administration).
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BODY WEIGHTS P .C. <(GRAM>
SUBGROUP FEMALES
6RAN |
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BROUPS GROUP 1. (0 NG/KS)

GROUP 3 (30 MG/KG) ————————

t- ————
2 . GROUP 2 (10 MG/KG) ——— —
3.

4 . GROUP 4 (100 #G/KE)  — —r—-—-—
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BODY WEIGHTS P .C.
SUBRGROUP FEMALES

GROUP 1 (O MG - KG»>

AMINAL payYs P.C

NURBER 0 ) 2 3 4 S 6 7
101 201 205 21 2 219 29 2t 22U
102 208 21 M5 s 222 223 % 8
103 207 220 24 228 M 7 244 4
104 197 194 201 200 209 212 211 2U4
105 183 190 190 204 200 203 206 210
104 199 203 205 212 28 222 224 228
107 200 200 209 214 S A& A9 28
108 200 202 208 209 213 28 A4 28
109 201 204 20 2S5 215 A9 23 22
110 ¢ 204 203 206 24 24 220 223 224

HEAN 200 203 207 A2 U8 UY 22U A3

ST.0EV. 90 8.7 9.4 77 91 9.1 107 93
GROUPrP 2 (10O MG/ KG>

ANINAL pavs P.C .

NUNBER 0 1 2 3 4 5 ) 7
11t 188 192 196 199 202 205 209 209
112 198 204 206 207 214 0 22 AU
113 208 25 2B A% 229 231 234 M
114 208 211 22 27 w2 W23 2 2N
115 207 209 20 A8 22t 24 223 28
114 191 196 200 205 205 207 208 208
117 194 197 199 203 211 21 Ut 25
118 205 207 217 24 6 B4 229 28
119 ¢ 24 24 W0 2t 0 213 232 W
120 194 194 198 201 204 206 208 209

NEAN 199 203 206 20 435 28 29 U

ST.DEY. 79 83 83
{ ¢+) Female nat considered for evaluation

CGRAMD
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212
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3
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226 233
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213
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1.0

8 T
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239
213
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238
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243
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214
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240
234
218
227
251
244
224
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b B KK

1

234
243
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230
220
246
239
236
239
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239
12.2

11

224
240
234
242
242
X!
228
232
247
228

37

12

233
244
268
238

237
24
223

282
12.0

12

223
241
234
248
247
229
231
83
242
227

240

{3
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273
237
228
249
247
241
248
221

244
12.8

11

32
44
261
32
230
229
21
262
9
234

245

JL -2y

14 13

249
299
285
250
243
266
2N
237
263
234

261
12.9

14 15

236
5t
267
236
234
2
242
257
82
AL}

240
258
21
244
248
9
233
2
243
249

248 240

9.2 101 10.9 10.0 t0.9 11.2 10.9 12,4 121 11.9 123 120 126
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