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CONTIN" ED FROM COVERSHEET SECTION # 21
SXX 0665 is 3 compound which - ras under development as a sotenthal fungicide, but develoument o this
compound was ceased due to the toxicity profile of the compound. A related fungicide. JAU 6476 is
presently under development, and i has been shown that JAU 6473 breaks down to SXX 0865, upon d ying,
after application o plants/seeds, and upon administration to test animals. {Note: The extent of bieakdown
varies considerably based on the piant’seed {0 which JAU 7476 is applied). However. as JAU 6476 has
fungicide properties, and the develop~ent of JAU 6478 as a fungicide is not based on the conversion of JAU
8476 to EXX 0665, JAU 6476 is not cor:sidered to be a delivery system for applying SXX (665 to
piants/seeds. Therefore, alihough SXX 7665 does have fungicide aclivily and may be of toxicoiogical
cancern for evaluating nsk assessment ¢ nd in determining RFD values for JAU 6476, SXX Q665 is strictly a
metaboiite of JAU 6476 and is not a compound which is being deveioped for commercial use, Thus, SXX
0685 is not reguiated by TSCA 8(e) Adve:se Effects Regulations. However, as SXX Q€55 is & metabolitz of
toxicological ccinsern for a compound (i.e., JAU 6476) which is under development as a fungi ide, and this
study contains data thst triggers reporting of a study to the EPA under TSCA 8(e) (i.e., there was a alight
increase in the number feluses with malformations in the 1000 mg/kag dose group; cleft palate, hydrocephaly,
macroglossia, a 15th rib, hycronephrosis, tubular bone dysplasia), this study is being reported.

To put the findings of the devciopmantal toxicity in rabbits with SXX 0655 in perspective. relative to the
developme:t of JAU 24786, the results of this study have been compared to the results from an cral rat
developmental toxicity study with JAU 8478 (TX 88868/AC 109074). the parent compound. which was
reported 1o the EPA under TSCA 8(2) on 5/14/99 (Submitter No. P 9170063808 96-2.28). In the JAU 6476
study. the toilowing findings were observed in the 1000 mg'kg/day dose group: decreased fetal weight,
increased incidences of renal pelvis (..iatica and microphthaimia, an increase in slight incomplete ossification
in single skeletal jocations. and an increased incidence of supemumerary lumbar rib formation

Absfract

Groups oi 25 feinale Wistar rats were demmally exposed (occlusive, six hours per day) to daily SXX
0665 doses »f 0, 100, 300, or 100U marky body weight from the 6th to the 15th day of gestation. The
animals were delivered by cesarian section an » ~ day 20. The effect of the SXX 0665 on the dams and on
intrauterine development were examined.

There was nc treatment-reiated effects on the appearance, behavior, mortality, food and water
intakes, excretory products bodv weight gains, fincings at necropsy, and liver weights of the dams at daily
doses up to and including 1300 mg/kg body weight A slight dermal unitant effect by the SXX 0885. in the
vy of the treatment area, could not be excludec at daily doses of 300 mg/ke @ ody weight and above,

The investigations for a test substance effect on intrauterine development showed that the gestation
rate, cutveard appearance of the placentas, numbers of fetuses, resorption rate, the fetal sex. fetal weight,
and thc rate of fetuses exhibring retarded ossification underwent no treatment-related effect at daily doses
up to and including 1000 ing/kg baocy weight.

The stacenial woight and the rate of fetuses exhibiting malformations (cieft palate. hydrozephaly,
macrogicssia 3 14ih rib. hydronepnhrosis, tubular bone dysplasia) were slightly elevated in the 1080 mgikg
croug,

A inereased moidence of fetuses exhibiting a 14in rib (vanalionm) was observed at gatly doses of 100
mGiF Doy vt and above.

The ne-efeay lev 2(s were thus. o
Daoms {(systemi) 130G mg/kg body weight per day el s
i suterine fe elcoment < 100 mg/g body weight per day M

Faue Loty
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STATEMENT OF DATA CONFIDENTIALITY

Vertraulich
Eigentum der Firma Bayer AG
Benutzung, Verwertung oder Weltergabe
nur mit Einwillgung cler Bayer AG gestattet.

Confidential
Copyright by Bayer AG
The use, utilization or distribution
is only permitted with the consent of Bayer AG.

The following statement supercedes the above statement of confidentiality that may occur
eisewhere in this report:

No claim of confidentiality is made for any information contained in
this study on the basis of its falling within the scope of FIFRA
Section 10(d)(1)(A), (B), or (C).

BAYER CORPORATION
a
Dr. J.H. Thyssen: Af /ada Q’W
ice Pfesident, Toxi@fogy

Date: J?"?" ??
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GLP Compliance Statement

This study was conducted in compliance with the OECD Principles of Good Lzboratory
Practice (GLP) (Bundesanzeiger No. 42a of March 2, 1983) and Bundesgesetzbiatt, Part I of
March 22, 1990 and meets the FIFRA Good Laboratory Practice Standards (40 CFR Part
160), with the exception that recognized differences exist between the GLP principles /
standards of OECD and FIFRA (for ins"ance, authority granted Agency inspects's and certain
record retention requirements).

STUDY DIRECTOR

BAYER AG

D{g./ﬁ./f%*‘i

SPONSOR

BAYER AG

18— 22 2 F1)

SUBMITTER
BAYER CORPORATION

2-9- 99

Date

e President, Toxicol
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FLAGGING STATEMENT

lhave appticd the criteria ¢f 40 CFR 158.34 for flagging studies for potential adverse effects to the
results of *he >tlached study. This study meets or exceeds the criteria numbered 5.

SUBMITTER

BAYER CORPORATION

Dr. J.H. Thyssen:
Vice President, Toxic

Date: <P - ?“ ??

SPONSQOR -
AGRICULTURE DIVISION
Dr. J.H. Thyssen: ,//‘L/ 777 6(( N Cea

ﬁce P¥ésident, Toxicology

Date: _ Cf" ?’“ ??
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1. STATEMENT OF QUALITY ASSURANCE UNIT

Study no. . T 6034739
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
March 01, 1990 (study plan) March 01, 1990
March 29, 1990 March 29, 1990
April 24, 1990 Aprl 24, 1990

July 20, 1990 July 20, 1990

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

Quality Assurance/GL.>, BAYER AG

Date: Augu-t 13,1991 . Responsible: _
(Or. H. Lehn)

” -
SEEPAGE R AT FoR SIGHATURS
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Study director:

Head of Institute:

2. SIGNATURES

{Dr. B. Holzumn)

Dr.(USA) Robert Bashe
Translator
July 13, 1999

{Dr. L. Machemer)

Auqgust 14, 1991
{Date;

January 15, 1392
(Dte)

SEE PAGE AL FOR SIGNATURS

U
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3. Summary

Groups of 25 female Wistar rats were dermally exposed (occlusive, six hours per day)
to daily SXX 0665 doses of 0, 100, 300 or 1000 mg/kg body weight from the sixth to
the 15th day of gestation. The animals were delivered by cesarian section on p.c. day
20. The general toleration of the active ingredient by the dams and the effect on intra-
utsrine development were examined.

The appearance, behavior, mortality, focd and water intakes, excretory products, body
weight gains, findings at necropsy and liver weights of the dams underwent no treat-
ment-related effect at daily doses up to and including 1000 mg/kg body weight. A sligat
dermal irritant ~'“ect by the test substance in the vicinity of the treatmant area cuuld
not be excluded at daily doses of 300 mg/kg body weight and above.

The investigations for a test substance effect on intrauterine development showed that
the gestation rate, outward appearance of the placentas, numbers of fetuses, resorption
rate, the fetal sex, fetal weight, and the rate of fetuses exhibiting retarded ossification
underwent no treatment-related effect at daily doses up to and including 1000 mg/kg
body weight.

The placental weight and the rate of fetuses exhibiting malformations (cleft palate,
hydrocephaly, macreglossia, a 15th rib, hydronephrosis, tubular bone dysplasia) were
slightly elevated in the 1000 mg/kg group.

An increased incidence of fetuses exhibiting a 14th rib (variation) was observed at daily
doses of 100 mg/kg body weight and above.

The no-effect levels were thus

Dams (systemic) : 1000 mg/kg body weight per day
Intrauterine development : < 100 mg/kg body weight per day
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4. iINTRODUCTION
A demal exposure study for possible matemal and embryctoxic effects in pregnant
rats was carried cut v.ith SXX 0665, a test substance exhibiting fungicidal properties.
The study was performed during the pericd from March 20 o August 09, 1930 at the

Baver AG Fachbereich Toxikologie, Institute of Toxicology - Agrochemicals in D-5600
Wuppertat 1, Friedrich-Cbern-Strasse 217 - 333

10
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5. STUDY IDENTIFICATION AND RESPONSIBILITIES

§.1. Study number

The study number was T 6034739.

§.2. Responsibilities

Headoflnstitute .......... ... ..., Dr. L. Machemer

Study director . .......ciii i Dr. B. Holzum

Active ingredientanalyses ..... ............. Or. W. Gau, Dipl.Ing. K. Riegner

Quality ASSUranCe . ...........coveeninennn. Dr. H. Letin

72 [ Dr. E.A. Lobbecke

1
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6. MATERIAL AND METHOD

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

Test substance name : SXX 0665 techn.

Manufacturer : BAYER AG

Batch no. 1 17005/89

Purity 1 93.7 % (analysis of January 19, 1990; cf. page 209 in
annex)

Approval : To July 19, 1990

Physical state : Solid

Appearance . Beige-brown powder

Test substance storage : At ambient temperature

Common name Do

Chemical name : 2-(1-chlorocyclopropyi)-1-(2-chicrophenyl)-3-( 1,2 4-triazol-
1-vl)-propan-2-ol

CAS number Do~

Structural formula :

?Hz

NN

(-
Molar mass : 312.C g/male
Empirical formuia : G HCLN,O

Deionized water containing 1 % Cremophor® EL (BASF) was used to prepare the
treatment formulation suspensions. Cremcphor® 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 formulaticns over the peried
of use (seven days) as well as the homogenrecus distribution of the active ingredient
throughout the treatment formulations were verified prior to study initiation. Analyses
for the active ingredierit levels in the formulations perfarmed in the second and fourth
weeks of treatment showed no significant deviations from nominal (cf. analytical results
on pp. 210 - 214 in the annex).

12
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6.Z. Experimnental animals and maintenance

6.2.1. Expe..mental animals

The study was conducted with rats - an animal species recommended for teratogenicity
studies in test guidelines. SPF-bred Vistar rats of the strain Bor:WISW (3PF Cpb)
supplied by Winkelmann Experimnental Animal Breeciers in Borchen wera used. This
strain of animls has been used for toxizulogicai studies at BAYER Af: for years.
listorical data i1 the test parameters are avaicbie. As demonstrated by histarical cata

‘on the fertii*y and gestation rates (cf. page 221 in the anne::), animals of this sirain

have been shown to exhibit 2 leve! of tertility sufficiently high for arabryotoxicity studies.
This strain exhibits adequate sensitivity to embryotoxic substanices.

The state of heaith of the breed is monitured and the animals routireiy spot-checked
for the main specific pathogens. The results of these tests are filed al BAYER AG.

Following receipt of the animals (on January 22, Januar, 29, February 12, March 12
and April 02, 1990), those scheduled for this study were adapted to the animal room
conditions for a period of at least seven days befure treatment was initiated, and
carefully observed for signs of illness during this period. No vaccinations or treatments
with antiinfectives were czrried ocut. Only healthy animals axhibitng no clinical signs
were used for the study. The females were nullip2-ous and nongravid.

At the time of mating, the sexually mature male anunais weijhed more than 300 grams;
the sexually mature females exhibited weights of 192 - 246 grams on p.c. day zero.

6.2.2. Animal maintenance

During the adaptation period, the females were kept in groups in Typz Il Makrolon®
cages as described by A. Spiege! and R. Gonnert, Zschr. Yersuchstierkunde 1, 38
(1961), and starting on p.c. day zero were individually accommodated in Type i
Makrolon® cages on low-dust wood pellets supplied by Ssnitf Spezialdiaten GmbH in
Soest. The males were individually kept in Type il Makroion® cages.

The wood pellet: were spot-checked for comtaminant levels: the records are filed at
BAveR AG. The cages were exchanged for clean cnes with fresh litter three times each

waek.

All animals used in this study were housed in Animal Room 134a of Building 500.

13
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6.2.3. Animal rcom conditions
The room climate in the animal rooms was standardized as follows.

Rocm temperature @ 20° - 25°C (average 21°C}
Reiative humidity : 35 - 65 % (average 45 %)
Light'dark ~ycles : Twelve hours; artificial liohting from 6 AM to 6 PM CET
Air exchanges : at ieast 10 times per hour

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

6.2.4. Feeding

During the adaptation and study periods, the rations consisted of Altromin® 1324 - a
standard diet produced by the Altromin company in Lage - and tap water, both of which
were provided to the animals for ad-fibiturm consumiption. The diet was furnished to the
animals in ‘ood racks fitted in the cage covers. The water was provided in pelycarbonate
bottles witi. a capacity of 300 mL (Type H cages) or 790 mL (Type lli cages} as
described 1y A. Spiege! and R. Génnert, Zschr. Versuchstierkunde 1, 38 (1961).

The nutritive compnsition and contaminant 1evels of the standard diet were routinely
spot-checked by analysis (cf. pp. 215 - 217 in the arnex for dist specification). The tap
water met drinking water standards as specified in the German "Verordnung {ber
Trinkwasser und Jber Wasser fur Lebensmittelbetriebe” (Reguiation on Drinking Water
and on Water for Food Plants) of May 22, 1986 (Bundesgesetzblatt |, 760).

Records of the analvses to monitor compliance with the food and water specificatior s
are filed ai BAYER AG. '

6.2.5. Identification of expernimental animals

The animais were identified by cage cards listing the animal number, test substance,
dose, study number and test introduction date (gestation day zero); and with ear tags
supplied by the Hauptner company.

6.2.6. Cleaning and disinfection

The animal room was cleaned once each week using a disinfectant (Rapidosep:® ¢~
Zezniral®). The animals were placed in clean cages with clean cage covers and water
boitles at study initiation. The entire material of the cage was cleaned with hot water.
A detergent was added to the last rinse, which only came into contact with the exterior
walls of the cage.

14
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6.3. Test guidelines

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

6.4. Mating and onset of gestation

‘The animals were mated overnight by placing two female rats together with one male

rat in a Type lll cage. If spermatozoons were detected in the vaginal smear on the
morning following mating, this day was considered gestation day zero.

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

After insemination had been established, the females were allocated to four study
groups according to a computer-generated randomizing plan (HP 3000 system random
number generator; cf. pages 206 - 208 in the annex for randomizing list). Each of the
four study groups consisted of 25 females.

The animals were dermally treated for six hours each day from p.c. day six to 15.

For this treatment, the backs of the rats were shaved over an area of about 5 x 5 cm.
The treatment formulation on a dressing underlaid with aluminum foil was placed on
the shaved area and fixed to the skin with the help of an elastic bandage. After a six-
hour exposure, the treatment area was washed off with lukewarm water.

The animals of all study groups were exposed to a uniform volume of 2 mL/kg body
weight per day.

The following doses, based on active ingredient and adjusted for the current body
weight, were used for the exposures.

Dose, mg/'kg b.w Concentration, mg/mL
Controls 0 0
Group 1 100 50
Group 2 300 150
Group 3 1000 500

15
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These doses were selected on the basis of preliminary results gained in a prior
embryotoxicity study involving oral administration of SXX 0665 to rats [6]. In that study,
administration of a daily 30 mg/kg body weight dose was tolerated without adverse
effects to the dams. The animals exhibited an effect on the body weight gains and food
intakes at a daily dose of 100 mgrkg body weight. In addition, the livers of the animals
in this group displayed elevated weights and histopatholegic alterations {centrilobular
hypertrophy and centrilobular/periportal steatosis, increased rate of inflammatory celt

clusters).
6.6. Survey of examinations
5.6.1. General toleration of treatment by dams

The general tole:ation of the test substance by the pregnant rats was assassed on the
basis of their appearancs (including local derrnal changes) 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.

6.6.1.1 Local dermal reactions

The treatment area was visually assessed prior to he first exposure on p.c. day six,
and daily from p.c. day six to 15 followirg the six-hour treatment. Dermal irritation was
scored on the basis of the system suggested by Draize [7].

6.6.1.2 Appearance, behavior, food and waterintakes, excretory products and mortality

All experimental animals were inspected twice daily {once daily on weekends and public
holidays) from p.c. day zero to 20, and any observed findings recorded. Note was given
to disturbances of the general condition, appearance or behavior; and to alteraticns
in the excretory products.

The food intakes of the animals were determined over the gestation pericd intervals
from p.c. day zero 10 six, six 0 eleven, 11 - 16 and 16 - 20 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.

16
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6.6.1.3 Body weight gains

The body weights of the animals were determined on p.c. day zero, each day from p.c.
day six to 15, and on p.c. day 20. The corrected body weight gains were determined
by subtracting the uterine weight from the p.c. day zero - 20 body weight gain.
6.6.1.4 Gross pathologic findings, liver weights

The animals were examined for gross pathology at cesarian section on p.c. day 20.
In addition, the liver weights of the animals were determined.

6.6.2. Invsstigations during cesarian section

The animals were delivered by cesarian section under deep carbon dioxide anaesthesia
on day 20 of gestaticn.

The following data were determined and assessed during- 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

- Incidence of outwardly apparent malformations and miscellaneous abnormal tindings

- Incidence of visceral malformations (examination of half the fetuses using the
modified Wilson technique [1,2])

- Incidence of changes in the abdominal and thoracic organs as well as deviations
of the ckeletal system (evisceration and evaluation of the remaining fetuses by the
Dawson technique [3])

The following table surveys the numbers of fetuses in the four study groups examined
by the methods indicated above (Wilson and Dawson techniques). The examinations
were performed using standardized metheds [4,5].

Dose, mg/kg Tota' number F-lal exainira 1 by method of
b.w. per day of fetuses Wilson Dawson
0 222 105 17
100 200 96 104
300 228 109 120
1000 213 101 112
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6.7.

Statistics

The following methods were used for statistical significance testing.

a.

The Wilcoxon non-parametric rank sum test (Wilcoxcn-Mann- Whitney U-test) was
used for the

- Mean weight gain

- 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 Wilson or Dawson technique per dam
- Mean number of fetuses exhibiting minor skeietal deviations per dam
- Mean number of fetuses exhibiting malformations per dam A

- Mean number of low-weight fetuses per dam

The Wilcoxan test calculations were performed with an IBM computer system at
the BAYER AG Institute of Biometry using an evaluation program developed for
embryotoxicity studies.

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 per group exhibiting retarded ossification or a fourteenth rib
Thesa calculations were performed using an HP-3000 system if striking deviations

g ==

existed relative to the control group.

The F-test and the t-test were used for the
- Food intake

- Carrected body weight gain

- Liver weight

These calculations were performed using an HP-97 calcufator. The specified
significance levels correspond to the results of the t-test.

6.8. Compliance with GLP principles and 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.

18
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7. RESULTS

7.1.  General toleration of treatment by dams
7.1.1 Dermal reactions in the vicinity of the treatment area

One animal each in the 0 my/kg and 100 mg/kg groups temporarily (one and two days,
respectively) exhibited very siight reddening in the vicinity of the treatment area:
evidence for a dermal irritant effect at the daily 100 mg/kg body weight dose is thus
‘lacking. A slight dermal irritant effect could not be excluded at daily doses of 300 mg/kg
body weight and above, since two 30C 1.:3/kg group animals (for periods of one and
four days, respectively) and five 10C0 mg/kg group animals (for periads of one or three
days) exhibited sligit reddening in the vicinity of the treatment area. On one day, this
reddening was ac:ompanied Ly very slight swelling ir one 1000 mg/kg group animal.

A summary of the resuilis obtained by visual assessment of the treatment area is located
on pages 31 - 36 in the annex.

7.1.2 Appearance, behavior and mortality

The appearance and behavior of the animals did not deviate from those of the controls
at daily doses up to and including 1000 mg/kg body weight. Wounds in the vicinity of
the treatment area, presumably caused by the edge of the aluminum foil used to cover
{occlude) the treatment area, were observed at a comparable incidence in all groups.
Since no animat died at daily doses up to and including 1000 mg/kg body weight, there
was no evidencs for treatment-related mortality.

A summary of the clinical findings together with the gross pathalagic: findings is located
on pages 37 - 40 in the annex.

7.1.3. Food and water intakes, excretory products

The food and water intakes of the animals, and the appearance of their excretory
products, underwent no toxicologically significant effect at daily doses up tc and includ-
ing 1000 mg/kg body weight. Despite their statistical significance, the elevated food
intake results from p.c. day 11 - 20 in the 300 mg/kg and 1000 mg/kg groups are nat
considered a treatment effect, since the deviations to control were only minor, a dose
relationship for the periad from p.c. day 11 - 16 was lacking, and the food intake in the
1000 mg/kg group was slightly above that of the control even prior to treatment initiation

(p.c. days zero to six).

The individual animal food intake data are listed together with the means and statistical
test results on pages 41 - 45 in the annex.
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7.1.4. Body weight gains

Tabie 1

Weight gains in grams

Dose in mg/kg b.w. Mean Corrected
per day p.c. day 6-15 p.c. day 0-20 p.c. day 0-20
300 21.3 85.9 29.3
1000 20.3 84.7 32.3

Statistically significant deviation tc contrel, p < 0.05
As shown by the above Table 1 and pp. 46 - 50 in the annex, the body weight gains
throughout gestation did not deviate to a toxicologically significant extent from those
in the controls at daily doses up to and including 1000 mg/kg body weight.
7.1.5. Gross pathoiogic findings, liver weights

No gross pathologic findings were made at necropsy of the animals at daily doses up
to and including 1000 mg/kg body weight.

The liver weights of the animals underwent no treatment-related effect at daily doses
up to and including 1000 mg/kg body weight.

A summary of the findings at necropsy together with the clinical findings is located on
pages 37 - 40 in the annex; the liver weights are listed on page $1 in the annex.
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7.2. General repi sduction data

As shown in the following Table 2, the percentages of inseminated animals exhibiting
implantations in the dose groups did not deviate from the control figure to a statistically
significant extent, and were situated within *he usual range of variation for this laboratory
{cf. historical control data on page 221 in the annex).

Table 2
Animais with implantations
Dose inmg/kg Inseminated  Total As percentage of
b.w. per day animals inseminated animais
0 25 23 82,0 |
100 25 21 840
300 25 23 92.0
1000 25 24 96.0

The mean numbers of corpora lutea and implantations per animal were alsc comparable
in alt groups (cf. page 56 in the annex). Evidence for inhomogeneous distribution of
the animal iraterial among the study groups with respect to the above parameters is
thus fackiny.

21
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7.3. Test substance effect on intrauterine development

A tabie of means for the intrauterine development parameters listed in Secticns 7.3.2
to 7.3.7 with statistical test results is located on page 56 in the annex.

7.3.1. Gestation rate

Table 3

Dose in mg/kg b.w. Animals with viable fetuses

per day Total As Percentage of animals with implantations
C 23 100
10C 21 100
360 23 100
1700 24 100

As shown in Table 3, the gestaticn rate (number of animais with viable fetuses as a
percentage of animals with implantations) corresponded tc the controi figure at daily
doses up to and including 1000 mg/kg body weight.

7.3.2. Weights and outward appearance of piacentas

The mean piacental weight was not affected to a toxicologically significant extent at
doses up to and including 300 mg/kg body weight, nor was the ocutward appearance
of the placentas at daily doses up tc and including 1000 mg/kg body weight. The
placental weight was slightly (not statistically significant) above the control figure in the
1000 mg/kg group.

The macroscopic findings made in the placentas are listed on pp. 204 - 205 in the
annex,

7.3.3. Number of fetuses, rescrption rate

The mean number of fetuses and the resorption rate did not significantly deviate from
the pertinent control figures at daily doses up to and including 1000 mg/kg body weight,
and were situated within the usual range of variation fcr this laboratory (cf, historical
control data on page 222 in the annex).

The observed resorpticns are differentiated into early and late resorptions on page 148
in the annex.
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7.3.4. Sex of fetuses

The ratio of male to female fetuses underwent no toxicologically sign iicant effect at
daily doses up to and including 1000 mg/kg body weight (cf. page 57 in the annex).

7.3.5. WWeight of fetuses

The mean fetal weight underwent no toxicolcgically significant effect at daily doses up
to and including 1000 mg/kg body weight. The fact that the fetal weights in all dose

'groups were higher than in the control group is assessed as an incidental phenomenan

aue to the lack of a dose ralationship.
7.3.6. Skeletal system deviations (retardations)

The mean number of fetuses per dam exhibiting minor skeletal deviations as a resuit
of retarded ossification, and the percentage of these fetuses in the total number of
viable fetuses per group, were comparabie to the control figures at daily doses up to

and including 1000 mg/kg body weight.

An increased incidence of fetuses exhibiting a 14th rib (variation) was observed at daily
doses of 100 mg/kg body weight and above (6.0 % at 0 mg/kg, 41.4 % at 100 mg/kg,
§1.7 % at 300 mg/kg and 55.4 % at 1000 mg/kg).

A survey of the minor skeletal system deviations determined in this study and the
percentages of fetuses exhibiting a 14th rib is located on pp. 150 - 154 in the annex.

The scheme for classifying skeletal findings as variations, retardations or malformations
is shown in the list on pages 218 - 220 in the annex.
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7.3.7. Maiformations

The following incidence table (Table 4} lists the maiformaticns that occurred in the viable
fetuses. Since more than cne malformation was determined in isclated fetuses, the sum
of the malformaticns listed for the pertinent group does not correspond to the total

number of fetuses exhibiting malformations.

A summary of the maiformations ooserved in the individual fetuses is located on

pp. 202 - 203 in the annex.

Table 4
{Malformation Dose {ma/kg b.w.“per day)
G | 100
Cleft palate 1
Macroglossia 1 7
Hydrocephaly 1
Mi~rophthalmia 2
Encephaiomeningocele 1
Diaphragm hemia
Cryptorchism 3 1 1
Hydronephresis, Hydroureter 1 1
Spinal agenesis (ail)
15th rib
T.ihular bone dysplasia 3
Number of fetuses per group 222 | 200
Number of fetuses with malformations
- Per gicup 3 2
- Per dam (mean) 0.3 10.10
Fetuses with malformations, per group (%) 41 110
Number of litters per group 23 | 23
Number of litters with malformaticns 5 2
8.5

Litters with malformations, per group (%)

217} 8.
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Table 4 shows that the rate of malformations underwent no treatment-related effect
at daily doses up to and in<luding 300 mg/kg body weight. The types of malformations
observed in the 100 mg/kg and 300 mg/kg groups corresponded to alterations that had
aiready been observed in the same laboratory as spontanecus malformations in this
strain of rat (cf. historical control data on pp. 223 - 224 in the annex). The rate of

fetuses exhibiting malformations was sightly (not statistically significant) elevated in the

1000 mg/kg group. The observed aiterations (cieft palate, hydrocephaly, macroglossia)
argue in favar of a teratogenic potential of SXX 0665 in the 1000 mg/kg group. The
increased rate of fetuses exhibiting hydronephrosis, tubular bone dysplasia and/or a
15th rib in the 1000 mg/kg group relative to control also argues in favor of a treatment

effect.
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B. ASSESSMENT

Groups of 25 female Wistar rats were dermally exposed (occlusive, six hours per day)
to daily SXX 0665 doses of G, 100, 300 or 1600 mg/kg body weight from the sth to
the 15th day of gestation. The animals were delivered by cesarian section on p.c. day
20. The general toleration of the active ingredient by the dams and the effect on intra-
uterine develcpment were examined.

The appearance, behavior, mortality, food and water intakes, axcretory products and
body weight gains of the dams underwent no treatment-related effect at daily doses
up to and including 1000 mg/kg body weight. However, a slight dermal irritant effect
by the test substance in the vicinity of the treatment area could not be excluded at daily
doses of 300 mg/kg body weight and abave.

No significant gross pathologic findings wera made at necropsy of the animals. The
fiver weights underwent no treatment-related effect at daily deses up to and including

1000 mg/kg bady weight.

The investigations for a test substance effect on intrauterine development showed that
the gestation rate, outward appearance of the placentas, numbers of fetuses. resorption
rate, the fetal sex, fetal weight, and the rate of fetuses exhibiting retarded ossification
underwent no treatment-related effect at daily doses up to and including 1000 ma/kg

body weight.

The placental weight and the rate of fetuses exhibiting malfermations underwent nc
treatment-related effect at daily doses up to and including 300 mg/kg body weight.

The piacental weight and the rate of fetuses exhibiting malformaticns (cleft palate.
hydrocephaly, macroglossia, a 15th rib, hydronephrosis, tubular bone dysplasia) were
slightly elevated in the 1000 mg/kg group. An increased incidence of fetuses exhibiting
a 14th rib {vanation} was observed at daily doses of 100 mg/kg body weight and above.

The nc-effect levels were thus

Dams (systemic) : 1000 mag/kg body weight per day
Intrauterine development : < 100 mg/kg body weight per day

26
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10. KEY TO ABBREVIATIONS

ABSOL. ........ o absolute

ARIM. .o animal

ANZ. . N. ... number

DW. ot body weight'
Bwg. ....... ... body weight gain
CONTR. . ... ... e control

CORP. ... ... ... ... Corpora

EINGES. ................ used, introduced to study
B . e early / late

FEM, F ... . oo female
7 gross

3.G e gram

GES. ... total

GRP.,GR. ... ... ... group
IMPL..impl. .............. implantations
KGW . .. e body weight
KNCCHENVERAENDER. . ... skefetal deviation{s)
LEB. ... e viable

I o e running number
A7 S living, viable

Lw, .o liver weight
MALE male .............. male

MiBb. ....... . malformations
MITTELW., s, M™ ... ....... mean

MNL., MAENNL. .M . ....... male

NO.,no, N, Nr.,.n' ......... number

0D, c e no pathologic findings, n.o.e.
 « page

PC.pc. ..o post coitum
PLACENT. ............... placentas
Praparat . .. .............. formulation”
RAND-NO (NR} ........... rancom number
RESO. .................. resorptions
Retard. . ................. retardation

S e skeletai
SD,SD,s, ...... ... ... standard deviation
SPEZ. ... it e speciai
STANDARD-ABW. ......... standard deviation
SWh€ .« vovieee e study’

THEOR. ... ... .. ... .. ... theoretical

TOT. . total

TS 1%, TS5% ... cvovneenn. test result at significance level of a = 1 % (5 %)’
Vo e visceral

WBL., WEIBL., ............ female
b Sum’

Translaor’s aow: Following Germar usage, a comma is used instead of a decimal point in the original tables.
The sign ™™ {geographical minute, apostrophe) {s sometimes used to indicate minutes of time. Days are
abbreviated "¢ and hours "h™ in the originai tables. The dates are specified in Europewn order (dd.mm:yyyy.
for example 28.10.1992 for October 28. 1992). In keeping with American usage and to avoid confusion with
the numeral {7, the uaie "liter™ was abbreviated “L” in the translated teat. Entries marked with a 7 are by
transiator.
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