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1. STATEMENT OF QUALITY ASSURANCE UNIT

Study no. : T 9037397
Test substance : SXX 0665
This study was monitored by Quality Assurance on the dates given below. The results

of the reviews and inspections were communicated in writing to the study director, and
if necessary to the head of the institute or further affected persons as well.

Date of review Forwarding date of
or inspection inspection report

October 26, 1990 (study plan) - October 26, 1990
October 02, 1990 October 09, 1990
October 26, 1990 October 26, 1990
Novermiber 08, 1990 November 08, 1990
January 10, 1991 January 10, 1991

s

The study results and methodology are accurately reflected by this report.

Quality Assurance/GLP, Bayer AG

Date: August 29, 1991 Responsible:
(Dr. H. Lehn)
see pace 183 _roR SIGNATURE
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Study director:

Report preparation:

Head of Institute:

2. SIGNATURES

(Dr. B. Holzum)

(Or. K. Bartmann)

Br.(U
Translator
May 28, 1999

) Robert Bashe

(Dr. L. Machemer)

September 06, 1991

(Date)

September 06, 1991

(Date)

February 06, 1992
(Date)
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August 18, 1999

Document Processing Center
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Office of Toxic Substances ?@3 Q (0 \(i
U.S. EPA

401 M Street, SW
Washington, DC 20460

Dear Sir:

On June 23, 1999 we submitted several reports in German on the compound
SXX 0665. The English version has just been received and as a follow up, we
are submitting these reports. No 8(e) HQ numbers have been assigned as yet.
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3. SUMMARY

Groups of 15 female Himalayan rabbits were administered daily SXX 0665 doses of
0, 2, 10 or 50 mg/kg body weight by gavage from p.c.” day 6 - 18. The animals were
delivered by cesarian section on p.c. day 29. The general toleration of the active ingre-
dient by the dams and the effect on intrauterine development were examined.

The appearance, behavior, water intakes and excretory products of the dams underwent
no treatment-related effect at daily doses up to and including 50 mg/kg body weight.

The food intakes were marginally decreased in the 50 mg/kg group. The body weight
gains were adversely affected during gestation in the 50 mg/kg group animals,
presumably as a result of the elevated resorption rate.

No treatment-related mortalities occurred.

No significant gross pathologic findings were made at necropsy. The mean liver weights
underwent no treatment-related effect at doses up to and including 50 mg/kg body
weight, An elevated incidence of cellular scavenging clusters resulting from increased
destruction of individual hepatocytes, and low glycogen mobilization, were observed
in thq' histopathology of the livers in the 10 mg/kg and 50 mg/kg groups.

The weights and outward appearance of the placentas, the fetal sex and weight, and
the skeletal system development underwent no treatment-related effect at daily doses
up to and including 50 mg/kg body weight. Due to an elevated resorption rate, the
gestation rate and number of fetuses underwent a decrease in the 50 mg/kg group.
The rate of malformations was elevated at daily doses of 10 mg/kg body weight and
above. In the 10 mg/kg group, these represented alterations (vertebral body and rib
alterations, arthrogryposis, multiple malformations) that can spontaneously arise in the
strain of rabbits used in this study. Evidence for a specific teratogenic effect by SXX
0665 (cleft palate) was observed in the 50 mg/kg group.

The no-adverse-effect levels were thus

Dams : 2 mg/kg body weight per day
Intrauterine development : 2 mg/kg body weight per day

° Teanslator: p.c. = post coitum. Sce page 30 for other abbreviations in text.

9
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4. INTRODUCTION

A study for possible matemal and embryonal toxic effects in pregnant rabbits was
- carried out with SXX 0665, a test substance exhibiting fungicidal properties.

The study was performed during the period from September 25, 1990 to February 14,
1991 at the BAYER AG Fachbereich Toxikologie, Institute of Toxicology - Agrochemicals
in D-5600 Wuppertal 1, Friedrich-Ebert-Strasse 217 - 333.

The histopathologic inspections were performed at the BAYER AG Fachbereich
Toxikologie, Institute of Pathology.

10
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5. STUDY IDENTIFICATION AND RESPONSIBILITIES

5.1. Study number
The study number was T 8037397.

5.2. Responsibilities

Headof Institute . . .......... .., Dr. L. Machemer
Study director .. .......co i Dr. B. Holzum
Histopathologic inspections . .......................... Dr. M. Rinke
Report preparation ............... ..ot Dr. K. Bartmann
Active ingredientanalyses . ........................... Dr. Tengler
Active ingredient analyses in treatment formulations . ... .. ... Dipl.Ing. K. Riegner
Quality ASSUFANCE . . . ...ttt Dr. H. Lehn
FING v v e oot e et e e e e Dr. E.A. Lobbecke
t
\
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6. MATERIAL AND METHOD

6.1. Test substance and analysis for active ingredient in treatment formulations

Test substance name
Manufacturer

Batch no.

Purity

Approval
Physical state
Appearance

Test substance storage :

Common name
Chemical name

CAS number
Structural formula

l

Molecular mass
Empirical formula

SXX 0665 techn.

BAYER AG

17005/89

94.7 % and 94.0 % (analyses of June 13 and October 09,
1990 respectively; cf. page 170 in annex)

To December 13, 1990 |

Solid

Beige-brown powder

At ambient temperature
2-(1-chlorocyclopropyl)-1-(2-chlorophenyt)-3-(1,2,4-triazol-
1-yl)-propan-2-oi

312.0 g/mole
C,H;sCLN,O

Deionized water containing 0.5 % Cremophor® EL (BASF) was used to prepare the
treatment formulation suspensions. Cremophor® EL exerts no effect on the test parame-
ters. The treatment formulations were stored at ambient temperature during the period
of use. The stability of the active ingredient in the treatment formulations over the period
of use (seven days) as well as the homogeneous distribution of the active ingredient
throughout the treatment formulations were verified prior to study initiation.

12
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Except for one very minor deviation, analyses for the active ingredient levels in the
formulations for all concentrations performed in the second and fifth weeks of treatment
afforded no resuits exceeding the permissible tolerance limits. The sample of 50 mg/kg
group treatment formulation taken prior to administration in the fifth week of treatment
afforded evidence for minor inhomogeneity. The individual concentration resuits varied
by more than 20 % (in this case 21.8 %) in the dual determination (cf. active ingredient
analysis data on pp. 170 - 175 in the annex).

6.2. Experimental animals and maintenance
6.2.1. Experimental animals

The study was conducted with rabbits - an animal species recommended for teratogeni-
city studies in test guidelines. Rabbits of the strain CHBB:HM supplied by Thomae
breeders in Biberach a.d. Riss were used. Animals of this strain have been used for
teratogenicity studies at BAYER AG for years. Historical data on the test parameters
are available. As demonstrated by historical data on the fertility and gestation rates (cf.
page 180 in the annex), animals of this strain have been shown to exhibit a level of
fertility sufficiently high for embryotoxicity studies. This strain exhibits adequate sensi-
tivity to embryotoxic substances (1,2].

Follov\vi_ng receipt of the animals (on April 11 and July 05, 1990), those scheduled for
~ this study were adapted to the animal room conditions until treatment was initiated (on
October 01, 1990), and carefully observed for signs of iliness during this period. No
vaccinations or treatments with antiinfectives were camied out. Only healthy animals
exhibiting no clinical signs were used for the study. The females were nulliparous and
nongravid. At the time of mating, the male animals wers sexually mature; on p.c. day
zero, the sexually mature females exhibited weights of 2018 - 3589 grams.

13




SXX 0665 T 9037397

.6.2.2. Animal maintenance

The animals were individually kept in Cellidor® cages with perforated base plates during
the adaptation and study periods.

All animals used in this study were housed in Animal Room 012 of Building 500. No
other studies were simultaneously conducted in this animal room.

6.2.3. Animal room conditions
The room climate in the animal stalls was standardized as follows.

Room temperature : 20.5° - 23.5°C (average about 22°C)

Relative humidity : 33 - 85 % (average about 55 %)

Light/dark cycles : Twelve hours; artificial lighting from 6 AM to 6 PM CET
Air exchanges : at least 10 times per hour

Occasional deviations from these standards took place, for example due to cleaning
of the animal room. They had no apparent effect on animal maintenance.

3!
6.2.4. Feeding

S

~ The rations during the adaptation and study periods consisted of "Ssniff® K4 Rabbit
Food", a standard diet produced by Ssniff Spezialdidten GmbH in Scest, and tap water;

both were provided to the animals for ad libiturn consumption.

The diet was provided to the animals in racks which were automatically filled from food
containers. Polycarbonate bottles with a capacity of 700 mL were used for watering.

The nutritive compositiort and contaminant levels of the standard diet were routinely
spot-checked and determined by analysis (ct. page 176 in the annex for diet specifi-
cation). The tap water met drinking water standards as specified in the German
"Verordnung Gber Trinkwasser und Gber Wasser fir Lebensmittelbetriebe” (Regulation
on Drinking Water and on Water for Food Plants) of May 22, 1986 (Bundesgesetzblatt
1760).

Records of the analyses to monitor compliance with the food and water specifications
are filed at BAYER AG. :

14
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6.2.5. Identification of experimental animals

The animals were identified by cage cards listing the animal number, test substance,
dose, study number and test introduction date (gestation day zero); and by marking
the inside of the right ear with the randomizing number using a felt pen with water-
insoiuble ink (Staedtler Co. Marker 352).

6.2.6. Cleaning and disinfection

The animal room was cleaned each day, and disinfected with Rapidosept® or Zephirol®
three times each week. The animals were placed in clean cages with cleaned food
containers at study initiation. The entire material of the cage was cleaned with hot water.
Stool trays and watering bottles were changed at regular intervals.

6.3. Test guidelines

The study conformed to guidelines published by the US EPA ("Pesticide Assessment
Guidelines, Subdivision F, Hazard Evaluation: Humans and Domestic Animals®, Series
83-3, ":l'eratogenicity Study”, Revised Edition, November 1984) and to the OECD
recommendations (Guidelines for Testing of Chemicals, Section 4: Healith Effects,
No. 414 "Teratogenicity” {adopted May 12, 1981]).

- 6.4. Mating and onset of gestation

The animals were mated during the period from 8 AM to 10 AM. One male rabbit was
mated with one female under observation. Following the first copulation, these animals
were remated with one another after a pause of about one hour. In the case of isolated
animals, a second buck was used for the second mating. The day copulation was
observed was considered gestation day zero.

15
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6.5. Active ingredient dosage, study groups and dose rationale
The male animals were only used faor mating and were not treated.

Following copulation, the females were allocated to four study groups according to a
computer-generated randomizing plan (HP 3000 system random number generator,;
cf. pages 168 - 169 in the annex for randomizing list). Each of the four study groups
consisted of 15 females.

The animals were treated each day from p.c. day 6 - 18 between 8 AM and 12 AM.

Since oral administration is appropriate and intemationally recognized for embryotoxicity
studies, the treatment formulation was orally administered to the animals using a
stomach tube (Risch Co. rubber sonde no. 18).

A uniform volume of 5 mL/kg body weight was administerad to the animals of all study
groups.

The fo&lowing doses - corrected for the purity of the test substance and adjusted for
the current body weight - were administered.

s

Dose, mg/kg b.w Concentration, mg/mL
Controis 0 0
Group 1 2 0.4
Group 2 10 2
Group 3 50 10

These doses were selected on the basis of results gained in a prior dose-determination
study involving daily SXX 0665 doses of 30, 50 and 75 mg/kg body weight.

The daily 30 mg/kg b.w. dose was tolerated by the dams without adverse effects, and
had no effect on the resorption rate. The animals exhibited marked body weight losses
during the treatment period at daily doses of 50 mg/kg b.w. and above. The resorption
rate was elevated in the 50 mg/kg group, and total resorptions occurred in all 75 mg/kg
group animals. '

16
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6.6. Survey of examinations
6.6.1. General toleration of treatment by dams

The general toleration of the test substance by the pregnant rabbits was assessed on
the basis of their appearance and behavior, food and water intakes, the appearance
of the excretory products, the body weight gains and mortality of the animals, and on
the basis of the gross pathology, liver weights and histopathology of the livers.

6.6.1.1 Appearance, behavior, food and water intakes, excretory products and mortality

All experimental animals wera inspected twice daily (once daily on weekends and public
holidays) from p.c. day zero - 29, and any observed findings recorded. Note was given
to disturbances of the general condition, appearance or behavior; and to alterations
in the excretory products. The food intakes of the animals were determined over the
gestation period intervals from p.c. day zero to six, six to ten, 10 - 14, 14 - 19, 19 - 24
and 24 - 29 by weighing the amount of food provided and back-weighing the amount
that remained unconsumed. The water intakes were assessed during the inspections
by visual estimation of the remaining quantities.
1.

6.6.1.2 Body weight gains
.

The body weights of the animals were determined on p.c. day zero, each day from p.c.
day six to 18, and on p.c. day 29. The corrected body weight gain was determined by
subtracting the uterine weight from the p.c. day zero - 29 body weight gain.

6.6.1.3 Gross pathology, liver weights and histopathology

The animals were examined for gross pathology in the course of cesarian section on
p.c. day 29. The livers of the animals were weighed, then fixed in 10 % aqueous
formaldehyde solution and inspected for histopathology. The histopathology methods
and pertinent findings are described in the histopathology report on pages 49 - 102
in the annex.

17
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6.6.2. Examinations in connection with cesarian section

The animals were sacfificed for cesarian section on p.c. day 29 by intrapulmonary
injection of 3 mL T 61® ad us. vet. (Hoechst AG).

The following data were determined and assessed in connection with cesarian section.

- Number of corpora lutea

- Number of implantations

- Uterine weight

- Individual weights and outward appearance of placentas

- Number of viable and dead fetuses or embryos

- Sex of all viable fetuses

- Individual fetal weights

- Occurrence of outwardly apparent malformations and miscellaneous abnormal
findings

- Occurrence of visceral malformations of the fetal skull (examination using the
modified Wilson technique (3,4])

- Occurrence of lesions of the abdominal and thoracic organs as well as deviations
of the skeletal system (Dawson technique [5]: evisceration, clearance of fetuses with
dilute potassium hydroxide solution, staining of skeletal system with alizarin red S
and subsequent evaluation)

3

The fetal examinations using the modified Wilson and the Dawson techniques were

carried out using standardized methods [6,7] modified for the study of rabbit fetuses.

- 6.7.  Statistics
The following methods were used for statistical significance testing.

a. The Wilcoxon non-parametric rank sum test (Wilcoxon-Mann- Whitney U-test), and
in the case of striking deviations an additional F-test and t-test (weight gains,
numbers of fetuses, fetal weights) or Chi? test (rates of resorption and malformation)
was used for the

- Mean weight gains

- Number of corpora lutea per dam

- Number of implantations per dam

- Number of fetuses per dam

- Number of resorptions per dam

- Mean fetal weight per dam

- Mean placental weight per dam

- Mean number of fetuses examined by the Wilson or Dawson technique per dam
- Mean number of fetuses with minor skeletal deviations per dam

- Mean number of fetuses exhibiting maiformations per dam

18
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b.

The Wilcoxon test calculations were performed on an IBM computer system at the
Bayer AG Institute of Biometry using an evaluation program developed for embryo-
toxicity studies. The F-test, t-test and Chi? test calculations were performed using
an HP-97 calculator. The stated levels of significance refer to the results of the t-test
or Chi? test.

The F-test and the standard or Welch t-test were used for the

- Corrected body weight gains
- Food intakes

These calculations were performed using an HP-97 calculator. The stated levels
of significance refer to the results of the standard or Welch t-test.

Fisher's exact test at significance levels of @ = 5 % and a = 1 % (two-tailed) was
used for the

Fertility rate

Gestation rate

Number of fetuses exhibiting malformations per group
Number of litters inciuding malformations per group

These calculations were performed using an HP-3000 system if striking deviations
existed relative to the control group.

The Nalimov wild resuit test was used for the
- Liver weight (animal no. 774)

The Nalimov wild result test calculations were performed using an HP-97 calculator.

6.8. Compliance with GLP principles, filing

This study complied with the OECD principles of Good Laboratory Practice (GLP) as
published in the Bundesanzeiger no. 42a of March 2, 1983 and BGBI | of March 22,
1990. Refer to page 3 for the GLP statement. In agreement with these principles, the
study records (such as the study plan, report copy, raw data and fetuses) are filed at
the BAYER AG Fachbereich Toxikologie in Wuppertal.

19




SXX 0665 T 9037397

7. RESULTS
7.1.  General toleration of treatment by dams
7.1.1 Appearance, behavior and mortality

The appearance and behavior of animals administered daily doses up to and inciuding
50 mg/kg bodyiweight did not differ significantly from those of the controls.

No animal died during the study.

A survey of the individual animal clinical findings and the pertinent incidence table are
located together with the gross pathologic findings on pages 33 - 37 of the annex.

7.1.2. Food and water intakes, excretory products

The food intakes underwent no treatment-related effect at daily doses up to and includ-
ing 10 mg/kg body weight, nor did the water intakes at daily doses up to and including
50 mg/l(g body weight. The food intake of the 50 mg/kg group animals from p.c. day
six - 24 was slightly (not statistically significant) below that of the controls.

The I::'loody discharges observed in three 50 mg/kg group animals are presumably
" related to the total (nos. 777, 779) or near-total (no. 782) resorptions in these animals,
and are not considered evidence for a specific matemal toxic effect, particularly since
this finding was already made on p.c. day five, before treatment was initiated, in one
of the animals (no. 777). Similarly, the bloody discharge observed in an isolated
10 mg/kg group animal (no. 772) 11 days after the last treatment (p.c. day 29) is not
assessed as a matemal toxic effect.

The food intake data are on pages 38 - 42 in the annex. Data on the water intakes and

on the excretory product assessments are located together with the clinical and gross
pathologic findings on pages 33 - 37 in the annex.

20
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7.1.3. Body weight gains

The following Table 1 surveys the mean body weight gains of the animals throughout
the treatment and gestation periods.

Table 1
Weight gains (grams
Dose, mg/kg v 9 )
b.w. per day ean Corrected
p.c. days 6-18 p.c. days 0-29 p.c. days 0-29
0 -1.0 98.6 -215.2
2 -1.2 90.8 -253.4
10 12.7 108.8 -203.0
50 -36.0 -23.4 -263.2

Statistically significant deviation to control p < 0.05

As may be seen in the above table and on pages 103 - 107 in the annex, the body
weight gains during gestation did not differ significantly from those in the control animals
at daily doses up to and including 10 mg/kg body weight. Presumably due to the
elevated resorption rate, the SO mg/kg group animals exhibited decreased body weight
gains during the treatment and gestation periods (statistically significant for the p.c. day
0- 29\ period).

7.1.4. ' Gross pathologic findings, liver weights and histopathology findings

No toxicologically significant findings were made at necropsy of the animals during
cesarian section on p.c. day 29 at daily doses up to and including 50 mg/kg body
weight.

The mean liver weights underwent no treatment-related effect in the three dose groups.

An elevated incidence of cellular scavenging clusters resulting from increased destruc-
tion of individual hepatocytes, and slight glycogen mobilization, were observed in the
histopathology of the livers in the groups treated at daily 10 mg/kg b.w. and 50 mg/kg
b.w. doses.

The findings made at necropsy are presented together with the clinical findings on
pages 33 - 36 in the annex. A pertinent incidence table is located on page 37 in the
annex. The liver weights are located on page 48 in the annex, and the histopathology
results on pages 49 - 102.
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7.2. General reproduction data.

As shown in the following Table 3, the percentage of inseminated animals with
implantations (fertility rate) did not differ significantly from the control figure at daily
doses up to and including SO mg/kg body weight.

Table 3
Dose, mg/kg b.w. Inseminated Animals with implantations
d animal '
per day imals Total In % of inseminated

0 15 15 100.0

2 15 15 100.0

10 14 14 100.0

50 12 12 100.0

Similarly, the mean numbers of corpora lutea and implantations per animal did not differ
significantly among the individual groups (cf. page 107 in the annex).

L
Evidence for inhomogeneous distribution of the animal material among the different
study*groups with respect to the mentioned parameters is thus lacking.

7.3. Test substance effect on intrauterine development

A table of means with statistical test results for the intrauterine development parameters
listed in Sections 7.3.2 to 7.3.7 is located on page 107 in the annex. .

7.3.1. Gestation rate

As shown by the following Table 4 on page 23, the gestation rates in the 2 mg/kg and
10 mg/kg groups did not differ from control to a statistically significant extent, and were
situated within the usual range of variation for this laboratory (cf. historical data on page
180 in the annex). A treatment-related effect cannot be excluded in the 50 mg/kg group,
in which the gestation rate was lower than control and marginally below the usual range
of variation for this laboratory.
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Table 4
Dose, mg/kg b.w. Animals with viable fetuses
per day Total In % of animals with implantations
0 15 100.0
2 14 93.3
10 13 929
50 10 83.3

7.3.2. Weights and outward appearance of placentas
No abnormal macroscopic findings were made in the placentas of any study group.

7.3.3. Resorption rate and number of fetuses

The mean number of resorptions was elevated to a statistically significant extent in ali
dose groups. Since no dose relationship was evident at daily doses up to and including
10 mg/kg body weight and the resorption rates in the 2 mg/kg and 10 mg/kg groups
were gituated within the usual range of variation for this laboratory (cf. historical data
on page 181 in the annex), the elevated resorption rates relative to control in these
groups are not assessed as a treatment-related effect. The mean number of resorptions
was markedly elevated in the SO mg/kg group.

The observed resorptions are differentiated into early and late resorptions on page 165
in the annex.

The mean number of fetuses underwent no treatment-related effect at daily doses up

to and including 10 mg/kg body weight. In the S0 mg/kg group, the mean number of
fetuses exhibited a statistically significant decline due to the high resorption rate.
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.7.3.4. Sex of fetuses

The ratio of male to female fetuses underwent no toxicologically significant effect at
daily doses up to and including 50 mg/kg body weight (cf. page 108 in the annex).

7.3.5. Weight of fetuses

The mean fetal weight underwent no treatment-related adverse effect at daily doses
up to and including 50 mg/kg body weight.

7.3.6. Malformations

The following Table 5 on page 25 surveys the malformations that occurred in viable
fetuses. A summary of the maiformations observed in individual fetuses is located on
page 167 in the annex.

Table 5 shows that no toxicologically significant effects with regard to the number or
type of malformations occurred at a daily dose of 2 mg/kg body weight. The rate of
fetusesg exhibiting malformations was elevated at daily doses of 10 mg/kg body weight
and above (at 50 mg/kg body weight per day to a statistically significant extent).
\

~ The malformations observed in the 10 mg/kg group (vertebral body and rib alterations,
arthrogryposis, multiple malformations) represented changes that - except for the
vertebral bady alterations - had already been observed as spontaneous malformations
in the same strain of rabbits (cf. historical data on page 182 in the annex).

The cleft palates observed in the 50 mg/kg group argue in favor of a specific teratogenic
effect by SXX 0665.
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Table S

Malformation Dose (mg/kg b.w. per day)
0 2 10 50

Cleft palate 5

Forked rib 1

Floating rib 1

Vertebral body and rib alterations ' 1

Arthrogryposis 1 5 1

Shortening of tail 1

Multiple malformations 2

Occlusion of nostrils 1

Number of fetuses per group 77 | 78 66 37

Number of fetuses with malformations

- Per group 2 2 7 7

- Per dam (mean) 0.13|0.14| 0.54 | 0.70"

Fetuses with malformations, per group (%) 26 |25 106 | 189

Number of litters per group 15 | 14 13 10

Number of litters with malformations 2 2 5 3

Litters with maiformations, per group (%) 13.3 142 38.4 | 30.0

Statistically significant, p < 0.05
Statistically significant, p < 0.01

25




SXX 0665 T 9037397

7.3.7. Deviations in skeletal system
No toxicologically significant, minor skeletal deviations resuiting from retarded ossifica-
tion occurred at daily doses up to and including 50 mg/kg body weight (cf. page 166

in the annex).

The scheme for classifying observed skeletal system deviations as variations, retarda-
tions or malformations is shown in the list on pages 177 - 179 in the annex.
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8. ASSESSMENT

Groups of 15 female Himalayan rabbits were administered daily SXX 0665 doses of
0, 2, 10 or 50 mg/kg body weight by gavage from p.c. day six to 18. The animals were
delivered by cesarian section on p.c. day 29. The general toleration of the active
ingredient by the dams and the effect on intrauterine development were examined.

The appearance, behavior, water intakes (visual assessment) and excretory products
of the dams underwent no treatment-related effect at daily doses up to and including
50 mg/kg body weight. The food intake was marginally depressed in the 50 mg/kg
group; it was not adversely affected in the other study groups treated with SXX 0665.
The body weight gains of the animals were comparable to those in the controls at daily
doses up to and including 10 mg/kg body weight. Presumably due to the elevated
resarption rate, decreased body weight gains were observed in the 50 mg/kg group
during the gestation period.

No treatment-related mortalities occurred.

No significant gross pathologic findings were made at necropsy of the animals. The
mean liver weights underwent no treatment-related effect at daily doses up to and
including 50 mg/kg body weight.

An elevated incidence of cellular scavenging clusters resulting from increased destruc-
tion of individual hepatocytes, and low glycogen mobilization, were observed in the
histompathology of the livers in the 10 mg/kg and 50 mg/kg groups.

The weights and outward appearance of the placentas, the fetal sex and weight, and
the skeletal system development underwent no treatment-related effect at daily doses
up to and including SO mg/kg body weight. No toxicologically significant findings with
respect to the gestation rate, the resorption rate or the number of fetuses were made
at daily doses up to and including 10 mg/kg body weight. Due to an elevated resorption
rate, the gestation rate and number of fetuses underwent a decrease in the 50 mgkg
group. No toxicologically significant findings with regard to the number or type of
malformations were made in the 2 mg/kg group. The rate of malformations was elevated
at daily doses of 10 mg/kg body weight and above. In the 10 mg/kg group, these
represented alterations (vertebral body and rib alterations, arthrogryposis, multiple
malformations) that can spontaneously arise in the strain of rabbits used in this study.
Evidence for a specific teratogenic effect by SXX 0665 (cleft palate) was observed in
the 50 mg/kg group.

The embryotoxicity observed at daily doses of 10 mg/kg body weight and above
correlated with matemal toxic effects.
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The no-adverse-effect levels were thus

Dams : 2 mg/kg body weight per day
Intrauterine development : 2 mg/kg body weight per day
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10. KEY TO ABBREVIATIONS

ABSOL. .........von .. absolute

ANIM. .. e animal

ANZ. N. ... . number

BW. .ooiiiie e body weight
BW.g. oo body weight gain
CONTR. ... i control

CORP. ... Corpora

DEV. ... i deviation
EINGES. .........coa.. used, introduced to study
B/L . . early / late
Extrem. . ...ovvereceeean.. extremities, legs
FEM,F ... ... ... female
G......... e gross

3G ... gram

GES. ...t total

GRP.,,GR. ............... group

IMPL., impl. .............. implantations
KGW .. oo body weight
KNOCHENVERAENDER. . ... skeletal deviation(s)
LEB. ... i viable

LFD-Nr. ... ... running number
V. ... .o ... living, viable
M. e male
MEZ.......ci i Central European Time (CET)
MiBb. .......... i malformations
MITTELW., X .............. mean
MNL.,IMAENNL. ........... male

NO.,no.,n, Nr. ............ number

o.b. R R RERETETE no pathologic findings, n.o.e.
'+ Y page

Pathol-Nr. ............... pathology number
PC.pC v, post coitum
PLACENT. ........ ..t placentas

X S oral
RAND-NO(NR) ........... random number
RESO. ......covnvevnnnn resorptions
Retard. . ..........ccvv.n. retardation

S et skeletal

SD.,s ........... N standard deviation
SPEZ. ... special
STANDARD-ABW. ......... standard deviation
THEOR. ..........vviunnn theoretical

TOT. ot total

Vot e visceral

Waes., Waess. .. ........... aqueous
WBL.,WEBL. ....... e female

" Translator's note: Following German usage, a comma is used instead of a décimal point in the ociginal tables.
The sign "~ (geographical minute, apostrophe) is sometimes used to indicate minutes of time. Days are
abbreviated "d” and hours "h” in the original bles. The dates are specified in European order (dd.mm.yyyy.
for example 28.10.1992 for October 28, 1992). In keeping with American usage and to avoid confusion with
the aumeral *1", the unit “liter” was abbreviated "L" in the translated text.
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11. ANNEX

Tables with clinical and pathalogic findings; tables with individual animal data, means
and statistics; randomization list; data on active ingredient analysis, diet specification
and classification of fetal skeletal deviations; historical control data

Page
33 - 102
33 - 37
38 - 42
43 - 46

47
48
49 - 102
\
103 -- 167
103 - 107
108
109 - 164
165
166
167

Data on tolerance by dams

Clinical observations and gross pathologic findings (individual animal
data and incidence table)

Food intakes (individual animal data for dams with group means)
Body weights (individual animal data for dams with group means)

Corrected body weight gains (individual animal data for dams with
group means)

Liver weights (individual animal data for dams with group means)

Histopathology report

Data on cesarian section and fetal assessment

Weight gains during gestation and during the treatment period,
corpora lutea, implantations, number of fetuses, losses, fetal weights,
placental weights, skeletal deviations and malformations (individual
animal data for dams and group means with statistical test resuits)
Sex ratio (group means)

Resorptions, fetal sex, fetal weight, placental weight and number of

fetuses exhibiting malformations (individual fetal data with mean
figures for litters)

Differentiation of resorptions (comprehensive survey of individual data
for dams) ’

Retardations of skeletal system (individual fetal resuits)

Malformations (individual fetal resuits)

31




SXX 0665

T 9037397

Page
168 - 169
170 - 175

170

171

172 - 173
174 - 175
176

177 - 179
180 - 182
180

t 181

. 182

Randomiizing list

Active ingredient analysis resuits

- Approval certificate

- Stability

- Homogeneity

- Control analyses

Diet specification

Classification of fetal skeletal deviations

Historical control data

Fertility and gestation rates

Cesarian section and fetal assessment

Spontaneous malformations
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Clinical signs and observations in dams

Group Anima! Signs and Observed on
no. observations p.c. day(s)
Control 751 Lowwaterintake . ............... 10-12,14-16,18-20

Fewfeces ..................... 12,13,15-20
Whitish discharge . .............. 19

752 Soft feces/diarrhea . ............. 12,27

754 Low waterintake . ............... 10-12,24
Softfeces ..................... 22

757 Soft feces . .... e 2,5

758 Small fecalpellets ............... 11
Softfeces . .................... 14
Fewfeces ..................... 17
Whitish discharge . .............. 16,19

760 Fewfeces ..................... 6-21,23,24
Smallfecalpellets ............... 19-21

1 Lowwaterintake ................ 6-14,16-21,23,24,27
762 Softfeces ..................... 8,9
\ 773 Llowwaterintake ................ 7,15,17,29

Whitish discharge ............... 8 ‘
Fewfeces ..................... 15,17-20,22,2
‘Small fecalpellets ............... 16,17

780 Llowwaterintake ................ 5
Cyst on left oviduct,
marked lobulation of liver . ... ...... 29 (necropsy)

783 Fewfeces ..................... 1

793 Fewfeces ..................... 15-17
Lowwaterintake ................ 17

794 Cystonrightoviduct ............. 29 (necropsy)

797 Fewfeces ..................... 15-22
Cystonleftoviduct .............. 29 (necropsy)
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Clinical signs and observations in dams
Group Animal  Signs and Observed on
no. observations p.c. day(s)
2 mg/kg 753 Lowwaterintake . ............... 14,17
Whitish discharge .. ............. 15,27
Fewfeces ..................... 17,18
Large cystonleftovary ........... 29 (necropsy)
764 Softfeces ..................... 4,22
Fewfeces ..................... 15,19
Llowwaterintake ................ 15,19
Marked lobulation of liver ... ....... 29 (necropsy)
766 Low water intake . . ... e 11,14-24,29
Fewfeces ..................... 15-23
Small fecalpellets ............... 29
Palefeces . .................... 22,23
Diamhea ...................... 16
b 771 Fewfeces ..................... 6,11-20
Lowwaterintake ................ 711,12
| 775 Fewfeces ..................... 14-26
: Small fecalpellets ............... 15,22-25,29
Palefeces . .................... 26
lowwaterintake . ............... 14-25,29
Cystsonbothoviducts . . .......... 29 (necropsy)
786 Stomach and small intestine
nearlyempty ................... 29 (necropsy)
798 Cystsonbothoviducts . ........... 29 (necropsy)
801 Diarthea ...................... 18
802 Fewfeces ..................... 11,15-18
Whitish discharge ............... 14
Low waterintake . ............... 16
809 Lowwaterintake ................ 7
Fewfeces ..................... 15
Whitish discharge ............... 22
810 Few feces, small fecal pellets . . . . ... 16-18
Low waterintake ................ 16,18
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Clinical signs and observations in dams

Group Animal  Signs and Observed on
no. observations p.c. day(s)
10 mg/kg 765 Low waterintake . ............... 12,19,22,23,26
Whitish discharge . .............. 4,12
Fewfeces ................... .. 9
Marked lobulation of liver,
: cystonleftoviduct............ ... 29 (necropsy)
768 Fewfeces ..................... 3-14,16-27,29
Small fecal pellets . .............. 8,9,14,29
Palefeces . .................... 21,23-25
Low waterintake ................ 8-10,14,16,18-20,22-27
772 Softfeces ..................... 6,14
Fewfeces ..................... 14,18,20,22-24
Small fecalpellets ............... 14,15,17
Low waterintake .. .............. 7,23
Bloody discharge . .. ............. 29
778 Softfeces ..................... 4
Fewfeces ..................... 18
Marked lobulation of liver,
t cystonleftoviduct............... 29 (necropsy)
788 Fewfeces ..................... 9,10
\ Lowwaterintake ................ 9
. 789 Softfeces ............. PR 7.9,26,27,29
Diarthea ...................... 15,16

Marked lobulation of liver,
pale liver, stomach nearly empty .... 29 (necropsy)

796 Fewfeces ..................... 15-18
Cystonrightoviduct ............. 29 (necropsy)

799 Softfeces ..................... 13,14,18,28
Fewfeces ..................... 27
Small intestine nearly empty . . ... ... 29 (necropsy)

800 Fewfeces ................... .. 8,20,22,29
Smallfecalpellets ............... 8,20,27-29
Whitetears .................... 8
Cystonrightoviduct ............. 29 (necropsy)

803 Stomach empty, cyst on right oviduct . 29 (necropsy)
804 Fewfeces ..................... 15,16
807 Fewfeces ..................... 2,3,10-19
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Clinical signs and observations in dams
Group Animal  Signs and Observed on
no. observations p.c. day(s)
50mg/kg 755  Softfeces ..................... "
Fewfeces ..................... 15,17
756 Lowwaterintake ................ 15
Fewfeces ..................... 16,17
759 Fewfeces ..................... 10,11,15-17
Softfeces ..................... 10,11
Low waterintake ................ 15-17
763 Cystonleftoviduct .............. 29 (necropsy)
767 Low waterintake ................ 8
774 Softfeces ..................... 3,514
Fewornofeces ................ 8-13,15-27
Smallfecalpellets ............... 17
Lowwaterintake ................ 7-26
Marked lobulation of liver,
cystsonbothoviducts ............ 29 (necropsy)
776 Lowwaterintake ................ 6-11,13,15-23,28
Small fecalpellets ............... 8,14-22
! Fewfeces ..................... 18-22,29
Cyst on left oviduct,
\ marked iobulation of liver,
, cystinlivertissue ............... 29 (necropsy)
777 Softfeces ..................... 3,12,14,17-21,29
Small fecal pellets ............... 15,16
Lowwaterintake ................ 5-9,11-19,21-23,28
. Bloody discharge ................ 5
779 Lowwaterintake ................ 45,16
Fewfeces ..................... 6,8
Bloody discharge . ............... 18-23
Bloodyvagina .................. 18
Cyst on right oviduct,
cystinlivertissue ............... 29 (necropsy)
781 Fewfeces ..................... 4522
Cystonleftoviduct .............. 29 (necropsy)
782 Bloody discharge . ............... 16-18
Fewfeces ..................... 16
Softfeces ..................... 17
787 Fewfeces ..................... 14,15
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Incidence table of clinical signs and observations

Signs and Dose, mg/kg body weight per day
observations 0 2 10 50

Changes in feces

Few/nofeces ...........c.uiiiiiuinnn... 7 8 10 9
Softfeces/diarthea ......................... 5 3 4 5
Smallfecalpellets . ......................... 3 3 3 3
Palefeces .........ccoiiiiiininnnnnnn... 0 2 1 0
Discharges

WhItiSh . . . oo e 3 3 1 0
Bloody . ... e 0 0 1 3
Bloodyvagina . .............. it 0 0 0 1
White £8arS . . . o« v oot 0 0 1 0
Low vater intake . . ........ .. ... ... i ..., 6 8 4 7

" At necropsy

Cyst(s) on oviductorovary ................... 3 3 5 5
Lobulationofliver .......................... 1 1 3 2
Livertissuepale ........................... 0 0 1 0
Cystinlivertissue .......................... 0 0 0 2
Stomach/small intestine. (nearly) empty . . ... ...... 0 1 3 0
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Study no.: T9037397

Body Weight Gain (corrected) during Pregnancy (Day 0 - 29 p.c.)

Individual Values and Means

0 mg/kg 2 mg/kg 10 mg/kg 50 mg/kg
Animal B.w.g. Animal B.w.g. Animol B.w.g. Animal B.w.g.
no. g no. g no. g no. g
751 -609 753° -191 745 -144 755 -110
752 + 11 761 -390 7648 -40¢4 756 -280
754 -172 764 -329 772 -299 759 -324
757 -197 7464 -282 778 - 93 763 -141
758 -285 770 - 99 788 - 92 767 - 70
760 -371 771 -387 789 -25¢4 769%* .-
762 + 59 775 -479 791 - 3 774 -572
778 -395 786 -136 796 -140 776  -372
780 -201 795 -312 799 -310 777° -189
7%3 -187 798 -135 800 -344 779" -193
785 -144 801 + 53 803 -175 781 -302
790 - 13 802 -415 804 -219 782 -241
793 -324 808 - 22 805 -134 784"  ----
794 - 81 809 -320 806** ---- 787 -220
797 -315 810 -294 807* -247 792*° ----
n 15 14 13 10
x -215.2 -253.4 -203.0 -263.2
sD 175.67 159.00 115.42 145.59
* not used for calculation - not pregnant (no viable fetuses)
** not used for calculation - uterusanomaly
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SXX 0665 T9037397
-_ Liver Weights -
Individual Values and Means
0 mg/kg 2 mg/kg 10 mg/kg 50 mg/kg
Anim. L.w. Anim. L.w. Anim. L.w. Anim. L.w.

no. g no. g no. g no. g
751 69.05 753 €1.46 765 48.96 755 57.16
752 57.37 761 55.41 768 47.84 756 51.39
754 58.68 764 59.27 772 46.23 759 58.67
757 $7.37 766 46.11 778 54.36 763 61.07
758 51.11 770 67.80 788 45.48 767 69.42
760 61.96 771 66.65 789 51.42 774 108.41+
762 59.11 775 52.67 791 82.23 776 63.71
773 49.68 786 78.13 796 55.66 777 51.89
780 52.05 795 59.41 799 63.77 779 44.72
783 e4.88 798 47.83 800 45.02 781 63.07
785 64.17 801 67.29 803 60.92 782 53.23
790 52.47 802 47.62 804 44.98 787 49.36
793 71.99 808 45.20 805 49.78

794 56.57 809  53.34 807 51.68 )

797 58.77 819 48.73

n 15 15 14 11

X 57.68 57.13 51.31% 56.70
SD 7.22 9.73 5.79 7.31

+ not used for calculation

* significant difference to Control
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SUMMARY SECTION T 9037397
TesT ARTICLE : SXX 0665 PatHoL. No. : 03507 RIN
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SPONSCR : BAYER AG PDS PATHDATA SYSTEM TM
SUMMARY

Oral administration of SXX 0665 to female rabbits at doses of 0, 2, 10 or 50 mg/kg in
a study for embryotoxic effects led to morphologicaily evident alterations in the
histologically inspected livers of animals in the mid and high dose groups. These were
manifested by slight glycogen mobilization and an elevated incidence of cellular
scavenging clusters that are interpreted as an expression of the fact that increased
destruction of individual hepatocytes took place.

All other findings listed in this report are considered spontaneous in nature. From the

viewpoint of the pathology, the 2 mg/kg dose of SXX 0665 was tolerated without
adverse effects on the liver.
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METHODS

The experimental animals for the present histologic investigation were 60 female rabbits
of the strain CHBB : HM from Dr. Karl Thomae GmbH breeders in Biberach; these had
received SXX 0665 at doses of 0, 2, 10 or 50 mg/kg in a study for embryotoxic effects
following oral administration. Group definitions 01 - 04 were assigned to the four dose
groups for the histopathologic investigation.

All animals were sacrificed on the 11th day after the final treatment (p.c. day 29), and
examined for gross pathology in connection with cesarian section. Four animals (no.
806 in group 03 and nos. 769, 784 and 792 in group 04) were eliminated from the study
due to uterine anomalies.

Only the liver of all 56 dams was fixed in 10 % aqueous formaldehyde and subsequently
embedded in Paraplast. Sections approx. 5 um thick were prepared from these, and
stained with hemalum-eosin (HE).

The communicated macroscopic findings were entered off-line, and the results of the
histologic investigation on-line into the PATHDATA computer program.

S .
The specimens are registered at the BAYER AG Institute of Toxicologic Pathology under
the running pathology number 3507.

54




PATHOLOGY REPORT Page -4

SUMMARY SECTION T 9037397
.TesT ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
TesT SYSTEM : RaBBIT, EMBRYOTOX., P.O. DaTe : 06 AuGg 91
SPONSOR . BAYER AG PDS PATHDATA SysTam TM
RESULTS

1. MACROSCOPIC FINDINGS

Cysts on the oviducts were cbserved at necropsy of multiple animals from all groups
(animal nos. 780, 794 and 797 in group 01; nos. 775 and 798 in group 02; nos. 765,
778, 796, 800 and 803 in group 03; and nos. 763, 774, 776, 779 and 781 in group 04),
and a cyst on the left ovary in one animal (no. 753, group 02). The stomach and small
intestine were nearly empty at necropsy of animal no. 786 (group 02), only the stomach
of animal nos. 789 and 803 from group 03, and only the small intestine of animal no.
799 from the same group. These organs were not subjected to histologic inspection.

Implantation sites in the uterus, but no viable fetuses were present in one animal each
in groups 02 and 03, and in two group 04 animals (animal nos. 753, 807, 777 and 779).

Marked lobulation of the liver was seen in one animal in group 01 (no. 780), 02 (no.
764) and 04 (no. 774), as well as in three group 03 animals (nos. 765, 778 and 789).
In the fatter animal no. 789, the liver was also strikingly pale. Cysts in the liver tissue
were observed at necropsy of two group 04 animais (nos. 776 and 779).

%
2. HISTOLOGIC FINDINGS

Histologic inspection showed a range of liver findings that are partly attributable to the
treatment, but probably developed spontaneously in most cases. Thus, an optically
denser cytoplasm of the hepatocytes manifested by enhanced stainability of the liver
cels was found in the animals treated with SXX 0665 at 10 mg/kg and 50 mg/kg
(groups 03 and 04) relative to the controls and the group 02 (2 mg/kg) animals. This
relatively commonly affected the periportal ceils that otherwise exhibited a rather honey-
combed appearance. Two high-dose animals (nos. 763 and 777) also exhibited low-
grade centrilobular hepatocellular hypertrophy. A higher incidence and greater intensity
of focal round-cell infiltrations, most of which represented nodular Kupffer's cell prolifera-
tions (cellular scavenging clusters), were similarty observed in the mid and upper dose
group animals (9/14 animals in group 03 and 8/12 in group 04) than in the animals of
groups 01 and 02.
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REsULTS

Partly diffuse, partly limited to the lobular periphery, mainly large-droplet vacuolization
of liver cells was found distributed relatively homageneously throughout all the groups.
It is highly probable that this represented fatty inclusions. In two animals, this finding
was of high (animal 775, group 02) or extreme (animal 774, group 04) intensity. Focal
accumulations of large, optically void cells located in the parenchyma were found in
isolated animals, and were termed fatty cell foci. In addition to the group 04 (50 mg/kg)
animals 776 and 779 already found macroscopically exceptional because of cysts, a
further animal from group 02 (no. 753, 2 mg/kg) exhibited a medium-grade cyst. These
cysts were lined with endothelial tissue and filled with a honeycombed-cloudy fluid. Their
location was nearly exclusively subcapsular.

Periportal, in some cases very marked round-cell infiltrations were found in muitiple
animals, and were similarly distributed nearly homogeneously throughout all groups.
Isolated focal necroses were found in two control group animals, and in one animal
from each of the dose groups. In some cases, these focal necroses were accompanied
by giant cells and/or (pseudo) eosinophilic granulocytes and hemorrhages. One animal
in each of the groups 01, 02 and 03 exhibited dirty yellow perivascular pigments, and
one dpse group 02 animal (no. 795) displayed high-intensity deposits of a brown-yellow
pigment occurring in both the lobular periphery (portal fields and interstices) and the
liver cells themselves. It was striking that this pigmentation occurred immediately next
to completely unexceptional tissues within a lobe of the liver.

Finally, three animals stood out as a result of the reduced stainability of the hepatocytes
and their plant cell-like structure (nos. 793, group 01; 786, group 02; and 799, group
03); bile duct proliferation of very low intensity was found in one animal (no. 791,
group 03).
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CONCLUSIONS

Histologic inspections of the livers from 56 female rabbits that had been treated with
SXX 0665 at doses of 0, 2, 10 or 50 mg/kg in a study for possible embryotoxic effects
showed morpholagic alterations attributable to the substance in the animals of the mid
and upper dose groups.

On the one hand, these represented an optically denser cytoplasm of the hepatocytes
that most likely resulted from a reduced intracellular glycogen level and occurred in
7/14 animals of group 03 (10 mg/kg) and 9/12 animals of group 04 (50 mg/kg). This
finding was also made in non-pregnant animals of both groups, whereas the liver of
a non-pregnant group 02 animal was unexceptional with respect to the stainability. As
an expression of enhanced liver function, two high-dose group animals exhibited slight
hepatocellular hypertrophy. ,

On the other, focal infiltration with round cells was similarly observed in the animals
of groups 03 and 04 (in 9/14 and 8/12 animals respaectively) at a higher incidence than
in the control group and group 02 (in 4/15 and 5/15 animals respectively). This primarily
represented nodular Kupffer's cell proliferation, and is considered evidence for scaveng-
ing aqgivity due to increased cell destruction. In contrast, fresh single-cell necroses were
not observed. However, these would not be expected either, since eleven days had
elapsed between the time treatment was concluded and sacrifice of the dams.

The vacuolation of liver cells homogeneously distributad throughout all groups is an
expression of substance-independent, pregnancy-determined steatosis; this finding was
not observed in the four non-pregnant animals. The liver steatosis of high/extreme
intensity in one animal in each of the groups 02 (2 mg/kg) and 04 (50 mg/kg) is an
expression of the condition termed gestation hepatosis or gestation toxosis, and is a
familiar spontaneous alteration in rabbits.

As in the case of the cysts observed macroscopically in two animals and histologically
in one further animal, that presumably represent extended lymph passages in the
superficial lymph network of the organic capsule, the fatty cell foci are considered
treatment-independent spontaneous alterations. The periportal round cell infiltrations,
in some cases of quite high intensity, are familiar from other studies, and are attributable
to the encaphalitozoonosis that is widespread in rabbit populations.
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CONCLUSIONS

The focal necroses and pigmentations observed in isolated cases, and the enhanced
glycogen storage manifested by decreased stainability of the hepatocytes seen in three
animals, are similarly considered alterations within the normal range, and are familiar
from studies with animals of the same age and origin.

From the viewpaint of the pathology, the 2 mg/kg dose of SXX 0665 was tolerated by
pregnant rabbits without adverse effects on the liver.

END OF REPORT SECTION
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KEY TO ABBREVIATIONS

Key to Abbreviations - Animal related

F = Female animal
KO = Sacrifice at study termination
n<10 =

Key to Abbreviations - Organ related

Base smaller than 10, no percentage calculated

G = Macroscopic finding histologically examined
! = Macroscopic finding not histologically examined
' = Histological examination unnecessary

= Organ examined, findings present

+

Key to Abbreviations - Findings related

1
Grade 1

Organ examined, no pathologicali findings

= Minimal / very few / very small
Grade 2 = Slight / few / small
Gradeé 3 = Moderate / moderate number / medium size
Grade 4 = Severe / many / large
Grade 5 = Extremely severe / extremely many / extremely large
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INCIDENCE AND INTENSITIES OF NON-NEOPLASTIC ALTERATIONS BY ORGAN/GROUP/SEX

NECROPSY STATUS: KO

60

Sex Female
Dose group 01 02 03 04
Organ/Finding Number of animals 15 15 14 12
Liver Examined 15 15 14 12
- Enhanced stainability 3 4 7 9
Percent affected 20 27 50 75
Average grade 13 13 16 19
- Liver cell hypertrophy 2
Percent affected 17
Average grade 1.5
- Focal round-cell infiltration 4 5 9 8
Percent affected 27 33 64 67
Average grade 13 10 14 15
1

- Hepatocellular vacuolation 7 5 7 5
N Percent affected 47 33 50 42
' Average grade 16 20 19 22
- Fatty cell focus 1 5 1 2
~ Percent affected 7 33 7 17
Average grade 10 10 10 10
- Cyst(s) 1 2
Percent affected 7 17
Average grade 3.0 1.5
- Periportal round-cell infiltration 6 7 8 7
Percent affected 40 47 57 58
Average grade 15 1.7 20 13
- Focal necrosis(es) 2 1 1 1
Percent affected 13 7 7 8
Average grade 10 10 20 20

- Focal bile duct proliferation ] 1

Percent affected 7

Average grade 1.0




PATHOLOGY REPORT
INCIDENCE TABLES

TEST ARTICLE : SXX 0665

TesT SYSTEM : RABBIT, EMBRYOTOX., P.O.

SPONSOR : BaYeRr AG

Page 10

T 9037397
PaTHOL. No. : 03507 RIN
DaTe 06 AUG 91
PDS PATHDATA SYSTEM TM

INCIDENCE AND INTENSITIES OF NON-NEOPLASTIC ALTERATIONS BY ORGAN/GROUP/SEX

NECROPSY STATUS: KO

Sex Female
4 Dose group 0t 02 03 04
Organ/Finding Number of animals 15 15 14 12
- Perivascular pigments 1 1 1
Percent affected 7 7 7
Average grade 1.0 10 20
- Pigmentation 1
Percent affected 7
Average grade 4.0
- Reduced stainability 1 1 1
Percent affected 7 7 7
Average grade 10 3.0 3.0

END ®F REPORT SECTION
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INDIVIDUAL FINDINGS T 9037397
TeEST ARTICLE : SXX 0665 PAaTHOL. No. : 03507 RIN
TesT SysTeM : RaBeiT, EMBRYOTOX,, P.O. DATE : 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
Dose Group : 01, 0 mgkg

Animal number

751 752 754 757 758 760 762 773 780 783
FKO FKO FKO FKO FKO FKO FKO FKO FKO FKO

Liver + + + + - + + + +G +
- Enhanced stainability . 1. . . . . . . 2°

- Focal round-cell infiitration 1. . 1. 1. . . . . 2.

- Hepatocellular vacuolation 3. . 1. . . 1. . 2. . 2.
- Periportal round-cell infiltration . 1. . 3 . . 1. 1. 1

- Focal necrosis(es) . . 1 1.

- Perivascular pigments . . . 1.

Oviducts oo A

Ovaries ' ' ' ' ' , : ; ) ;

Stomach ' ' ' ' ' ' . . . ;

Small intestine

5
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TEST ARTICLE : SXX 0665
TesT SYSTEM : RasaiT, EMBRYOTOX., P.O.
SPONSOR : BAYER AG

Page 12

T 9037397
PatHoL. No. : 03507 RIN
DaTE : 06 AuG 91
PDS PATHDATA SYSTEM TM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
Dose GROUP : 01, 0 mg/kg

Animal number

785 790 793 794 797
FKO FKO FKO FKO FKO

Liver + o+ o+ o+ o+
- Enhanced stainability 1. . . .

- Hepatocellular vacuolation . . 1. . 1.
- Fatty cell focus . 1. . .

- Periportal round-cell infiltration . . . 2.

- Reduced stainability . . 1.

Oviducts ' ' ' T
Ovaries ' ' ) ' ’

Stomach oo

Small jntestine ' ' ) ) ;
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INDIVIDUAL FINDINGS

Page ;13
T 9037397

TEST ARTICLE : SXX 0665

PatHoL. No. : 03507 RIN

TEST SYSTEM : RasaiT, EMBRYOTOX., P.O. DATE : 06 Aug 9

SPONSOR . Bayer AG

PDS PATHDATA SYSTEM TM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS

Dose GROUP : 02, 2 mg/kg

Animal number

753 761 764 766 770 771 775 786 795 798
FKO FKO FKO FKO FKO FKO FKO FKO FKO FKO

Liver

- Enhanced stainability

- Focal round-cell infiltration
- Hepatoceilular vacuolation
- Fatty cell focus

- Cyst(s)

- Periportal round-cell infiltration .

- Pigmentation
- Reduced stainability

+ + G+ o+ o+ o+ o+ o+ 4
L T

1. . . . . 1. . 1. . 1.

Oviducts

QOvaries

1' ’ ? ’ ’ ’ L] ' ? L

Stomach

Small‘ intestine
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PATHOLOGY REPORT Page 14

INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTHOL. No. : 03507 RIN
TEST SYSTEM : RasaIT, EMBRYOTOX., P.O. DaTe : 06 AuG 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
Dose grouP : 02, 2 mg/kg

Animal number

801 802 808 809 810
FKO FKO FKO FKO FKO

Liver - +
- Enhanced stainability . 1.
- Focal round-cell infiltration .

- Hepatocellular vacuolation . 2.

- Fatty cell focus .
- Periportal round-cell infiltration .
- Focal necrosis(es)

- Perivascular pigments

+

2.
1.

—t
.

+

+
1.

Oviducts

Ovaries

Stomaqh ' '

Small intestine

\
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TEST ARTICLE : SXX 0665
TEST SYSTEM : Rasar, EMBRYOTOX., P.O.
SPONSOR . BaveEn AG

Page 15

T 8037397
PATHOL. No. : 03507 RIN
Date : 06 AuG 91
PDS PATHDATA SYSTEM TM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
Dose GrOUP : 03, 10 mg/kg

Animal number

765 768 772 778 788 789 791 796 799 800
FKO FKO FKO FKO FKO FKO FKO FKO FKO FKO

Liver +G +
- Enhanced stainability 2" 1.
- Focal round-cell infiltration ..
- Hepatocellular vacuolation 2. 2.
- Fatty cell focus .

- Periportal round-cell infiltration .

- Focal necrosis(es) A

- Focal bile duct proliferation .
- Perivascular pigments . 2.
- Reduced stainability

+

N = ca

+G +
3.

2. 2

+G + 4+

3 1

+ 4+

. 1.
1. 2.

Oviducts 'l '

Ovaries

Stomach

Small\.intestine
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TEST ARTICLE : SXX 0665
TEST SYSTEM : RaABaiT, EMBRYOTOX., P.O.
SPONSOR : BAYER AG

Page : 16

T 9037397
PaTtHoL. NO. : 03507 RIN
Date . 06 Aug 3
PDS PATHDATA SYSTEM TM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
Dose GROUP : 03, 10 mg/kg

Animal number

803 804 805 807
FKOQ FKO FKO FKO

Liver + o+ o+ 4
- Enhanced stainability . . 1* 2
- Focal round-cell infiltration . . 1. 1.
- Hepatocellular vacuoiation 1. . . .
- Periportal round-cell infiltration . 1. 1. 1,
Oviducts T ' '
Ovaries ' ' ’ '
Stomach T ! '

Small intestine

i
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T 9037397

TEST ARTICLE : SXX 0665
TesT SYSTEM : RaABBIT, EMBRYOTOX., P.O.
SPONSOR : BAYER AG

PaTHOL. NO. : 03507 RIN
Date : 06 Aug 91
PDS PATHDATA SYSTEM TM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
Dose GRoOuP : 04, 50 mg/kg

Animal number

755 756 759 763 767 774 776 777 779 781
FKO FKO FKO FKO FKO FKO FKO FKO FKO FKO

Liver * + + + + +G +G + +G +
- Enhanced stainability 2. 1. 20 2 2. 2. 2.

- Liver cell hypertrophy 2" . . 1. . .
- Focal round-cell infiltration 2. . . 2. 2. 1. . 2. 1. 1.
- Hepatocellular vacuolation 2. . 2 5 1 1.
- Fatty cell focus . 1. 1.
- Cyst(s) . . 1. 2.

- Periportal round-cell infiltration 2. 2. . 1.1

- Focal necrosis(es) 2. .

Oviducts ! ' ’ oo | " ' 1 "
ovaries\ ’ ’ 1] ] 1 ’ " ’ ! L
Stomaéh ' ' ' ’ ' ’ ’ * ’ ’

Smalk intestine
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SPONSOR . BAYER AG

Page : 18

T 9037397
PaTtHoOL. No. : 03507 RIN
DaTe : 06 AuG 91
PDS PATHDATA SYSTEM TM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
Dose grouP : 04, 50 mg/kg

Animal number

782 787
FKO FKO
Liver + 4+
- Enhanced stainability 1. 3.
- Focal round-cell infiitration 1
- Periportal round-cell infiltration 1. 1

Oviducts ' !

Qvaries

Stomach

Small intestine

END OF{ REPORT SECTION
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INDIVIDUAL FINDINGS T 9037397
- TEST ARTICLE : SXX 0665 PatHoL. No. : 03507 RIN
TesT SysTem : RasBiT, EMBRYQTOX., P.O. Date . 06 Aug 91
SPONSOR . BaYER AG PDS PATHDATA SYSTEM TM
ANIMAL DATA
Dose grour : 01, 0 mg/kg
Animal Sex Sacrifice status = Test First and last day  Date of
number M/F Scheduled/Actual days in study necropsy
751 F KO KO 30 25-Sep-90 24-Oct-90 24-Oct-90
752 F KO KO 30 25-Sep-30 24-Oct-90 24-Oct-90
754 F KO KO 30 25-Sep-90 24-Oct-90 24-Oct-30
757 F Ko KO 30 26-Sep-90 25-Oct-90 25-Oct-90
758 F KO KO 30 26-Sep-90 25-Oct-90  25-Oct-90
760 F Ko KO 30 26-Sep-90 25-Oct-90 25-Oct-90
762 F KO KO 30 27-Sep-90 26-Oct-90 26-Oct-90
773 F KO KO 30 02-Oct-90 31-Oct-90 31-Oct-90
780 F KO KO 30 04-Oct-90 02-Nov-30 02-Nov-90
783 F Ko KO 30 08-Oct-90 06-Nov-90 06-Nov-90
785 F KO KO 30 08-Oct-90 06-Nov-90 06-Nov-90
790, F KO KO 30 09-Oct-90 07-Nov-90 07-Nov-90
793 F KO KO 30 10-Oct-90 08-Nov-90 08-Nov-90
794 F KO KO 30 10-Oct-90 08-Nov-90 08-Nov-90
F Ko KO 30 11-Oct-90 09-Nov-90 09-Nov-30

797"
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INDIVIDUAL FINDINGS T 9037397
TeST ARTICLE : SXX 0665 PaTHOL. No. : 03507 RIN
TesT SYSTEM : RaBseiT, EMBRYOTOX., P.O. DATE : 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
DoseE GRouP : 01, 0 mg/kg FEMALE

* Necropsy Status : KO
Days in Study  : 30 * Animal no. : 751

* Macroscopic Finding

All organs without anomalies.
* Microscopic Finding

Liver:

- Focal round-cell infiltration, Grade 1
- Hepatocellular vacuolation, Grade 3

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 752

* Macroscopic Finding
\

_ All organs without anomalies.
* Microscopic Finding
Liver:

- Enhanced stainability of cytoplasm, Grade 1
- Periportal round-cell infiltration, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TeST ARTICLE : SXX 0665 PaTHOL. NoO. : 03507 RIN
TesT SysTem : RaeBiT, EMBRYOTOX., P.O. DaTe : 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GrouP : 01, 0 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 " Animal no. : 754

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:

- Focal round-cell infiltration, Grade 1

- Hepatoceillular vacuolation, Grade 1

- Focal necrosis(es), Grade 1
With giant cell participation, infiltration with eosinophilic granulocytes, hemorrhages
and lpigment-ccmtaining macrophages

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 757

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:

- Focal round-cell infiltrdtion, Grade 1

- Periportal round-cell infiltration, Grade 3

- Focal necrosis(es), Grade 1

- Perivascular pigment-containing macrophages, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TesT ARTICLE : SXX 0665 PaTHOL. No. : 03507 RIN
TesT SYSTEM : RaAB8IT, EMBRYOTOX., P.O. DaTe : 06 AuG 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose grRoupP : 01, 0 mgkg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 758

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:
- Organ examined, no pathologic findings

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 760

* Macrbscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:
- Hepatocellular vacuolation, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TesT ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
TesT SYSTEM : RaseIT, EMBRYOTOX., P.O. DATE : 06 AuGg 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GrRoupP . 01, 0 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 762

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:
- Periportal round-cell infiltration, Grade 1

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 773

* Macrdscopic Finding

All organs without anomalies.
T Micréscopic Finding

Liver:

- Hepatocellular vacuolation, Grade 2
- Periportal round-cell infiltration, Grade 1
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INDIVIDUAL FINDINGS T 9037397
- TEST ARTICLE : SXX 0665 PaTHOL. No. : 03507 RIN
TeEST SYSTEM RAaax_T. EMBRYOTOX., P.O. DATE : 06 Aug 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose grour : 01, 0 mg/kg FeEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 780

* Macroscopic Finding

Liver:

- Marked lobulation
Oviduct:

- Cyst on left oviduct

* Microscopic Finding

Liver:

Enhanced stainability of cytoplasm, Grade 2
Particularly periportal

Focaliround-cell infiltration, Grade 2
Periportal round-cell infiltration, Grade 1

<
* Necropsy Status : KO
- DaysinStudy : 30 * Animal no. : 783

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:
- Hepatocellular vacuolation, Grade 2
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTHoL. No. : 03507 RIN
TesT SYSTEM : RaBBIT, EMBRYOTOX., P.O. DATE : 06 AuG
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GrRoup : 01, 0 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. ; 785

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:
- Enhanced stainability of cytoplasm, Grade 1

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 790

* Macroescopic Finding
All organs without anomalies.
- * Microscopic Finding

Liver:
- Fatty cell focus, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
TEST SYSTEM : RABBIT, EMBRYOTOX., P.O. DATE : 06 AuG 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

DEscRrIPTIONS OF MACROSCOPIC AND MICROSCOPIC =MNDINGS
Dose Group : 0f, 0 mg/kg FeEMALE

* Necropsy Status : KO
Days in Study : 30 " Animal no. ; 793

* Macroscopic Finding

All organs without anomalies.
* Microscopic Finding

Liver:

- Hepatocellular vacuolation, Grade 1
- Reduced stainability of cytoplasm, Grade 1

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 794

L
* Macroscopic Finding

Oviduct:
- Cyst on right oviduct

* Microscopic Finding

Liver:
- Periportal round-csll infiltration, Grade 2
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PatHoL. NO. : 03507 RIN
TesT SYSTEM : RasBIT, EMBRYOTOX., P.O. Date . 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GRoup : 01, 0 mgkg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 797

* Macroscopic Finding

Oviduct:
- Cyst on left oviduct

* Microscopic Finding

Liver: :
- Hepatocellular vacuolation, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TesT ARTICLE : SXX 0665 PaTtHoL. No. : 03507 RIN
TesT SySTEM : RA8BIT, EMBRYOTOX,, P.O. Date . 06 AuG 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM
ANIMAL DATA
Dose GrourP : 02, 2 mgkg
Animal Sex  Sacrifice status  Test First and last day Date of
number M/F Scheduled/Actual days in study necropsy

753 F KO KO 30 25-Sep-90 24-Oct-90 24-Oct-90

761 F KO Ko 30 27-Sep-90 26-Oct-90 26-Oct-90

764 F KO KO 30 27-Sep-90 26-Oct-90 26-Oct-90

766 F (s} KO 30 01-Oct-90 30-Oct-90 30-Oct-90

770 F KO KO 30 01-Oct-90 30-Oct-90 30-Oct-90

771 F Ko KO 30 02-Oct-30 31-Oct-90 31-Oct-90

775 F KO KO 30 02-Oct-90 31-Oct-90 31-Oct-90

786 F KO KO 30 09-Oct-90 07-Nov-90 07-Nov-30

795 F KO KO 30 10-Oct-90 08-Nov-90 08-Nov-90

798 F KO KO 30 11-Oct-90 09-Nov-90 09-Nov-90

801 F KO KO 30 15-Oct-90 13-Nov-90 13-Nov-90

802, F KO KO 30 15-Oct-90 13-Nov-90 13-Nov-90

808 F KO KO 30 16-Oct-90 14-Nov-90 14-Nov-90

809\ F KO KO 30 16-Oct-90 14-Nov-90 14-Nov-90

F KO KO 30 16-Oct-90 14-Nov-90 14-Nov-90

810"
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INDIVIDUAL FINDINGS T 9037357
TeST ARTICLE : SXX 0665 PATHOL. NO. : 03507 RIN
Test SYSTEM : RABBIT, EMBRYOTOX., P.O. DATE : 06 Aug 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GRouP . 02, 2 mg/kg FEMALE

* Necropsy Status : KO
Days in Study  : 30 * Animal no. : 753

* Macroscopic Finding

Ovaries:
- Large cyst on left ovary

* Microscopic Finding
Liver:

- Fatty cell focus, Grade 1
- Fluid-filled cysts with endothelial tissue lining, Grade 3

* Necropsy Status : KO
Daysiin Study : 30 * Animal no. : 761

* Macroscopic Finding

All orgéns without anomalies.

* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 1

- Hepatocellular vacuolation, Grade 1
- Periportal round-cell infiltration, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
TesT SYSTEM : RaBBIT, EMBRYOTOX,, P.O. DaTE : 06 AuG 91
SPONsOR  : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose grouP . 02, 2 mgkg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 764

* Macroscopic Finding

Liver:
- Marked lobulation

* Microscopic Finding

Liver:
- Focal round-cell infiltration, Grade 1

* Necropsy Status : KO
Days in Study  : 30 * Animal no. : 766

* Macroscopic Finding
\
~ All organs without anomalies.

* Microscopic Finding
Liver:

- Hepatocellular vacuolation, Grade 2
- Periportal round-cell infiltration, Grade 2
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INDIVIDUAL FINDINGS T 9037397
"TEST ARTICLE : SXX 0665 PaTHOL. NoO. : 03507 RIN
TesT SYSTEM : RA8BIT, EMBAYOTOX., P.O. DATE : 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose Group : 02, 2 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 770

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver: '
- Periportal round-cell infiitration, Grade 1

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 771

* Macrbscopic Finding

All organs without anomalies.

* Micrascopic Finding

Liver:

- Focal round-cell infiltration, Grade 1

- Fatty cell focus, Grade 1
- Periportal round-cell infiltration, Grade 2
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TEeST ARTICLE : SXX 0665

TesT SYSTEM : RaBBIT, EMBRYOTOX., P.O.

SPONSOR . BAYER AG

Page » 32

T 9037397
PatHoL. No. : 03507 RIN
DaTte ;06 Aug 91
PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS

Dose GROuP : 02, 2 mg/kg

FEMALE

* Necropsy Status : KO
Days in Study : 30

* Animal no. :

775

* Macroscopic Finding

Oviduct:
- Cysts on both oviducts

* Microscopic Finding

Liver:

- Hepatocellular vacuolation, Grade 4

- Periportal round-cell infiltration, Grade 1

* Necropsy Status : KO
Daysin Study : 30

* Animal no. :

786

* Macroscopic Finding

* Stomach:

- Nearly empty
Small intestine:

- Nearly empty
* Microscopic Finding

Liver: ’
- Fatty cell focus, Grade 1

- Reduced stainability of cytoplasm, Grade 3
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INDIVIDUAL FINDINGS T 9037397
TesST ARTICLE : SXX 0665 PATHOL. NO. : 03507 RIN
TesT SYSTEM : RasBIT, EMBRYOTOX., P.O. DATE : 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GgrRour : 02, 2 mag/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 795

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:

- Periportal round-cell infiltration, Grade 2

- Pigmentation of liver cells and lobular periphery, Grade 4
Yellow-brown, extensive with abrupt transition from otherwise unexceptional tissue
within a lobe of the liver

v Necrbpsy Status : KO
Da)(s inStudy : 30 * Animal no. : 798

" Macroscopic Finding

Oviduct:
- Cysts on both oviducts

* Microscopic Finding
Liver:

- Focal round-cell infiltration, Grade 1
- Fatty cell focus, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTtHoOL. No. : 03507 RIN
TesT SYSTeEm : RassiT, EMBRYOTOX., P.O. DATE : 06 AuG A
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose group : 02, 2 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 801

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:
- Organ examined, no pathologic findings

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 802

" Macféscopic Finding

All ordans without anomalies.
. Micrbscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 1
- Hepatocellular vacuolation, Grade 2
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTHoOL. No. : 03507 RIN
TesST SYSTEM : RaBBIT, EMBRYOTOX,, P.O. DaTe : 06 AuG 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GRouP : 02, 2 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 808

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 2
Focal round-cell infiltration, Grade 1
Periportal round-cell infiltration, Grade 3
Focal necrosis(es), Grade 1

L)

Necrdpsy Status : KO
Days in Study : 30 * Animal no. : 809

T Magroscopic Finding

All.organs without anomalies.

* Microscopic Finding

Liver:

- Focal round-cell infiltration, Grade 1

- Hepatoceliular vacuolation, Grade 1
- Fatty cell focus, Grade 1
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INDIVIDUAL FINDINGS T 9037397
. TEST ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
TEST SYSTEM RAaqn', EMBRYOTOX., P.O. DATE : 0BAUGIH
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GRourP : 02, 2 mg/kg FeEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 810

* Macroscopic Finding

All organs without anomalies.
* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 1
- Perivascular pigment-containing macrophages, Grade 1

87




PATHOLOGY REPORT Page . 37
INDIVIDUAL FINDINGS T 9037397
TesT ARTICLE : SXX 0665 PaTHOL. No. : 03507 RIN
TesT SYSTEM : RA8BBIT, EMBRYOTOX., P.O. DaTE : 06 AuG 91
SPONSOR . BAYER AG POS PATHDATA SYSTEM TM
ANIMAL DATA
Dose group : 03, 10 mg/kg
Animal Sex  Sacrifice status  Test First and last day Date of
number M/F Scheduled/Actual days in study necropsy
765 F KO KO 30 27-Sep-90 26-Oct-90 26-Oct-90
768 F KO KO 30 01-Oct-90 30-Oct-90  30-Oct-90
772 F KO KO 30 02-Oct-90 31-Oct-90 31-Oct-90
778 F Ko KO 30 04-Oct-90 02-Nov-90 02-Nov-90
788 F Ko KO 30 09-Oct-90 07-Nov-90 07-Nov-90
789 F KO Ko 30 09-Oct-90 07-Nov-90 07-Nov-90
791 F KO KO 30 10-Oct-90 08-Nov-90 08-Nov-30
796 F KO Ko 30 11-Oct-90 09-Nov-90 09-Nov-90
799 F KO Ko 30 11-Oct-90 09-Nov-90 09-Nov-90
800 F KO KO 30 11-Oct-90 09-Nov-90 09-Nov-90
803 F KO KO 30 15-Oct-90 13-Nov-90 13-Nov-90
804t F KO Ko 30 15-Oct-90 13-Nov-90 13-Nov-90
805 F Ko KO 30 15-Oct-90 13-Nov-90 13-Nov-90
F Ko KO 30 16-Oct-90 14-Nov-90 14-Nov-90

807,
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
TesT SysTem : RasaiT, EMBRYOTOX., P.O. DATE ;06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose grour : 03, 10 mg/kg FemaLe

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 765

* Macroscopic Finding

Liver.

- Marked lobulation
Oviduct:

- Cyst on left oviduct

* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 2
Particuiarly centrilobular

- Focdl round-cell infiltration, Grade 1

- Hepatocellular vacuolation, Grade 2

AY
* Necropsy Status : KO
Days in Study : 30 * Animal no. : 768

* Macroscopic Finding

All organs without anomalies.

* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 1

- Hepatocellular vacuolation, Grade 2
- Perivascular pigment-containing macrophages, Grade 2
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTHoL. NO. : 03507 RIN
TeST SYSTEM : RABBIT, EMBRYOTOX., P.O. DaTE . 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose group : 03, 10 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 772

* Macroscopic Finding

All organs without anomalies.

* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 1

Focal round-cell infiltration, Grade 1
Hepatocellular vacuolation, Grade 2

]

Necropsy Status : KO
Dayslin Study : 30 * Animal no. : 778

* Magcroscopic Finding

~ Liver:

- Marked lobulation
Oviduct:

- Cyst on left oviduct

* Microscopic Finding
Liver:

- Focal round-cell infiltration, Grade 2
- Periportal round-cell infiltration, Grade 2
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTtHoL. NO. : 03507 RIN
TesT SySTeEM : RaseiT, EMBRYOTOX., P.O. DaTE : 06 Aug 91
SPONSOR . BAYER AG PDOS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose grRoup : (03, 10 mg/kg FEMALE

* Necropsy Status : KO
Days in Study  : 30 * Animal no. : 788

* Macroscopic Finding

All organs without anomalies.

* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 3

- Focal round-cell infiltration, Grade 2
- Periportal round-cell infiltration, Grade 3

* Necropsy Status : KO
Dayslin Study : 30 * Animal no. : 789

* Magroscopic Finding

 Liver: : v
- Marked lobulation, liver pale
Stomach:

- Nearly empty
* Microscopic Finding

Liver: ’
- Hepatocellular vacuolation, Grade 3
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INOIVIDUAL FINDINGS T 9037397
TeST ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
TesT SysTeM : Raeer, EMBRYQTOX., P.O. DATE : 06 AuG 91
SPONSOR . BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GrRoupr : 03, 10 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 791

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:
- Enhanced stainability of cytoplasm, Grade 1
- Focal round-cell infiltration, Grade 3
- Periportal round-cell infiltration, Grade 3
- Focal necrosis(es), Grade 2
Mainly periportal, in some cases with giant cell participation
- Focadl bile duct proliferation, Grade 1

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 796

* Macroscopic Finding

Oviduct:
- Cyst on right oviduct

* Microscopic Finding
Liver:

- Focal round-cell infiltration, Grade 1
- Periportal round-cell infiltration, Grade 2
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INDIVIDUAL FINDINGS T 9037397
TeST ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
TesT SYSTEM : RaABBIT, EMBRYOTOX., P.O. DATE : 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose grourP : 03, 10 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 799

* Macroscopic Finding

Small intestine:
- Nearly empty

* Microscopic Finding

Liver:

- Hepatocellutar vacuolation, Grade 1

Fatty cell focus, Grade 1

Reduced stainability of cytoplasm, Grade 3

Neé}opsy Status : KO
Days inStudy : 30 * Animal no. : 800

* Macroscopic Finding

Oviduct:
- Cyst on right oviduct

* Microscopic Finding

Liver:

- Focal round-cell infiltration, Grade 1

- Hepatocellular vacuolation, Grade 2

- Periportal round-cell infiltration, Grade 3
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TEST ARTICLE : SXX 0665

TesT SYSTEM : RaBBIT, EMBRYOTOX., P.O.

SPONSOR : BAYER AG

Page . 43

T 9037397
PaTtHOL. No. : 03507 RIN
DATE : 0B AUG I
PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS

Dose grour : 03, 10 mg/kg FEMALE
* Necropsy Status : KO

Days in Study : 30 * Animal no. : 803
* Macroscopic Finding
Oviduct:
- Cyst on right oviduct
Stomach:
- Nearly empty
* Microscopic Finding
Liver:
- Hepatocellular vacuolation, Grade 1
* Nectopsy Status : KO

* Animal no. : 804

Days in Study : 30

K]

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:

- Periportal round-cell infiltration, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TesT ARTICLE : SXX 0665 PaTHoL. No. : 03507 RIN
TEST SYSTEM RAaa_n'. EMBRYOTOX., P.O. DATE 1 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GRouP : 03, 10 mg/kg FEMALE

* Necropsy Status : KO
Daysin Study : 30 * Animal no. : 805

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 1
Particularly periportal

Focal round-cell infiltration, Grade 1
Periportal round-cell infiltration, Grade 1

*

Necropsy Status : KO
Days in Study : 30 * Animal no. : 807

* Ma;roscopic Finding

All organs without anomalies.

* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 2

- Focal round-cell infiltration, Grade 1
- Periportal round-cell infiltration, Grade 1
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INDIVIDUAL FINDINGS T 9037397
TEST ARTICLE : SXX 0665 PaTHOL. NoO. : 03507 RIN
TesST SYSTEM : RasBIT, EMBRYOTOX., P.O. Date . 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM
ANIMAL DATA
DOSE GROUP : 04, 50 mg/kg
Animal Sex Sacrifice status  Test First and last day  Date of
number M/F Scheduled/Actual days in study necropsy
755 F KO KO 30 25-Sep-90 24-Oct-90 24-Oct-90
756 F KO KO 30 26-Sep-90 25-Oct-90 25-Oct-90
759 F KO KO 30 26-Sep-90 25-Oct-90 25-Oct-90
763 F KO KO 30 27-Sep-90 26-Oct-90 26-Oct-90
767 F KO KO 30 01-Oct-90 30-Oct-30 30-Oct-30
774 F KO KO 30 02-Oct-90 31-Oct-90 31-Oct-90
776 F KO KO 30 04-Oct-30 02-Nov-90 02-Nov-90
777 F KO KO 30 04-Oct-90 02-Nov-90 02-Nov-80
779 F KO KO 30 04-Oct-30 02-Nov-90 02-Nov-30
781 F KO KO 30 08-Oct-30 06-Nov-90 06-Nov-90
782 F KO KO 30 08-Oct-90 06-Nov-90 06-Nov-30
787t F KO KO 30 09-Oct-90 07-Nov-90 07-Nov-90
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INDIVIDUAL FINDINGS T 9037397
TeST ARTICLE : SXX 0665 PaTHOL. No. : 03507 RIN
TesT SYSTEM : RaABBIT, EMBRYOTOX., P.O. DATE : 06 AUGI
SPONSOR : Baver AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACRQSCOPIC AND MICROSCOPIC FINDINGS
Dose GrouP : 04, 50 mgkg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 755

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 2
Focal round-cell infiltration, Grade 2
Hepatocellular vacuolation, Grade 2
Periportal round-cell infiltration, Grade 2

Necfopsy Status : KO
Da‘ys inStudy : 30 * Animal no. : 756

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:
- Enhanced stainability of cytoplasm, Grade 1
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INOWIDUAL FINDINGS T 9037397
TesST ARTICLE : SXX 0665 PaTHOL. NO. : 03507 RIN
Test SysTem : RassIT, EMBRYOTOX., P.O. DaTE : 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GRoup : 04, 50 mg/kg FEMALE

* Necropsy Status : KO
Days in Study  : 30 * Animal no. : 759

* Macroscopic Finding

All organs without anomalies.

* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 2

Particularly periportal
- Hepatocellular vacuolation, Grade 2

* Necropsy Status : KO
Day$ in Study : 30 * Animal no. : 763

* Macroscopic Finding

Oviduct:
- Cyst on left oviduct

* Microscopic Finding

Liver:
- Enhanced stainability of cytoplasm, Grade 2
- Liver cell hypertrophy; Grade 2
With increasing basophilia toward liver cell border
- Focal round-cell infiltration, Grade 2
- Periportal round-cell infiltration, Grade 2
- Focal necrosis({es), Grade 2
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INDIVIDUAL FINDINGS T 9037397
TesT SYsTEM : RaBsIT, EMBRYOTOX., P.O. DATE < 06 AUG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GrRouP : 04, 50 mg/kg FEMALE

* Necropsy Status . KO
Days in Study : 30 * Animal no. : 767

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver
- Focal round-cell infiltration, Grade 2

* Necropsy Status : KO
Days in Study : 30 * Animalno. : 774

* Macroscopic Finding

Livery
- Marked lobulation

- Qviduct:

- Cysts on both oviducts
* Microscopic Finding

Liver:

- ‘Focal round-cell infiltration, Grade 1

- Hepatocellular vacuolation, Grade 5

- Periportal round-cell infiltration, Grade 1

99




PATHOLOGY REPORT Page : 49

INDIVIOUAL FINDINGS T 9037397
TesT ARTICLE : SXX 0665 PaTHOL. NoO. : 03507 RIN
TesT SysTemM : RassIT, EMBRYQTOX., P.O. DATE : 06 AuG 91
SPONSOR : BAYER AG PDS PATHDATA SYSTEM TM

DESCRIPTIONS OF MACROSCOPIC AND MICROSCOPIC FINDINGS
Dose GRoOuP : 04, 50 mg/kg FEMALE

* Necropsy Status : KO
Days in Study : 30 * Animal no. : 776

* Macroscopic Finding

Liver:

- Cysts, marked lobulation
Qviduct:

- Cyst on left oviduct

* Microscopic Finding

Liver: :

- Enhanced stainability of cytoplasm, Grade 2
Hepatocellular vacuolation, Grade 1

Fluid-filled cysts with endothelial tissue lining, Grade 1
Periportal round-cell infiltration, Grade 1

* Necropsy Status : KO
Days in Study : 30 - * Animal no. : 777

* Macroscopic Finding
All organs without anomalies.
* Microscopic Finding

Liver:

- Enhanced stainability of cytoplasm, Grade 2
- Liver cell hypertrophy, Grade 1

- Focal round-cell infiltration, Grade 2

- Periportal round-cell infiltration, Grade 1
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