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1. QUALITY ASSURANCE STATEMENT

Test substance : SXX 0665

Study no. : 70034878

This study was monitored by Qualiity 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
June 06, 1990 (study plan) June 06, 1990
June 12, 1990 June 12, 1990
T
\

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

Quality Assurance
PH-AQ-S/GLP, Bayer AG

Date: March 18, 1991 Responsible:

(Or. H. Lehn)

sezpace &GO o sianaTURE
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Study director:

Department manager:

Dr.(USA) Robert Bashe
Translator

March 27, 1999

2. SIGNATURES

March 15, 1991
(Dr. F. Krétlinger) (Date)

March 18, 1991
(Dr. W. Flucke) (Date)

SEE PAGE _£"I FOR SIGNATURE



SXX 0665 T 0034878

3. SuMMARY

A study for acute oral toxicity to male and female mice was conducted with the test
substance SXX 0665.

The study design and technical implementation conformed to the OECD Guideline for
Testing of Chemicals, Section 4: Health Effects, No. 401, "Acute Oral Toxicity", adopted
February 24, 1987 [1], and to the Pesticide Assessment Guidelines, Subdivision F,
Hazard Evaluation: Humans and Domestic Animals, Revised Edition, November 1984;
Series 81-1: Acute Oral Toxicity Study [2].

LDy :
Mousedo ................ 2235 (1558 - 3208) mg/kg b.w.
Mouse® ................ 3459 (2219 - 5393) mg/kg b.w.

The tast substance was found to be slightly toxic to mice by the acute oral route of
administration. The observed clinical signs developed shortly after treatment in some
cases, and persisted at maximum up to the 11th day of the study in the male animals
orup to'the seventh day in the females. The 100 mg/kg b.w. dose was tolerated without
clinical signs by male and female animals.
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4. INTRODUCTION

A study for acute oral toxicity in the mouse was conducted with SXX 0665.
The purpose of this study was to permit estimation of the acute healith hazard potential
of the test substance during use in a further animal species after the acute study in

the rat had been carried out.

The study was conducted at the BAYER AG Fachbereich Toxikologie, Institute of
Toxicology - Agrochemicals in Wuppertal, Friedrich-Ebert-Strasse 217 - 333.

5. STUDY |DENTIFICATION AND RESPONSIBILITIES
5.1. Study identification

Study number : T 0034878
Study period : May - August, 1990

5.2. Responsibilities

Head, Institute of Toxicology-Agrochemicals . ... .. Dr. L. Machemer

Department manager ...................... Dr. W. Flucke
Studydirector ........... ... .. ... ... ... Dr. F. Krétlinger
Analyses . ......... . ... i Dr. Gau, Dipl.Ing. K. Riegner
Quality Assurance (management) ............. Or. H. Lehn
Inspections ........ e e e Dr. H.-P. Schulz
Reportaudit ............. ... ... ... ..... Dr. P. Andrews
Fiingofstudydata ........................ Or. E.A. Lobbecke
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6.1. Test substance

Test substance name :

Manufacturer
Indication
Batch no.
Purity
Approval
Physical state
Appearance
Storage

Chemical name
(preliminary)

Structural formula

Molecular mass

Empirical formula

6. MATERIAL AND METHODS

SXX 0665

Bayer AG

Fungicide

17005/89

94.7 % (cf. page 55 in annex)

To December 13, 1990

Solid

Beige-brown powder

In laboratory hood at 20.5° - 31.5°C

2-(1-chlorocyclopropyl)-1-(2-chlorophenyl)-3-
(1,2,4-triazol-1-yl)-propan-2-ol

312.0 g/mole

C,H,sCl,N,0
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6.2. Experimental animals
6.2.1. Species rationale

SPF-bred NMRI mice of the strain Bor: NMRI (SPF-Han) from the Winkelmann Experi-
mental Animal Breeders in Borchen, Kreis Paderbom were used. This strain of animals
has been used for years at BAYER AG for toxicological studies. Historical data on the
physiology and spontaneous alterations are available. The state of healith of the breed
is monitored and the animals routinely spot-checked for the main specific pathogens.
The resuits of these tests are filed.

6.2.2. Adaptation

After receipt, the animals were adapted to the maintenance conditions for a period of
at least seven days before treatment was initiated.

6.2.3. State of health

Only healthy animals exhibiting no clinical signs were used for the study. The animals
were not vaccinated or treated against infection either before receipt, or during the
adaptation or study periods. The females were nulliparcus and nongravid.

t
6.2.4. Age and body weight

S ; oy
At study initiation, the male animals exhibited a mean initial weight of 22 (19 - 25)
grams, and the females of 21 (18 - 25) grams, corresponding to an age of about four
weeks in males and females.
6.3. Experimental animal maintenance
6.3.1. Animal housing
During the adaptation and study periods, the animals wera conventionally kept, five

to a cage, in Type lil Makrolon® cages (6,9]. The cages were changed at least three
times weekly.

Type S 8/15 low-dust wood pellets manufactured by Ssniff Spezialdidten GmbH in Soest
(Westphalia) were used as litter. The wood pellets were spot-checked for contaminants.
The records are filed. The analytical resuits afforded no evidence for an effect on the
study objective.
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6.3.2. Roorns

All animals used in this study were housed in a single animal room. For capacity
reasons, animals used in ather acute toxicological studies were temporarily accommo-
dated in the same animal room. Adequate separation and appropriate arganization of
the work ensured that no confusion among animals took place. The animals were
treated in a separate room.

6.3.3. Cleaning, disinfection

The animal room was cleaned once each week and disinfected at least once monthly
with Zephirol" 10 % (10 g benzalkonium chioride per 100 g. working dilution 2 %, i.e.
20 mL Zephirol® 10 % per liter of water). Contamination of the diet and contact with
experimental animals were avoided during this work. No pest control was implemented
in the animal rooms.

6.3.4. Room climate conditions
The roorﬁ climate in the animal stall was set as follows.

Room témperature : 22° £2° C (drifting higher at outdoor temperatures above 24°C)
Relative humidity : Approx. 50 %

Light/dark cycles : Approx. 12 hours, artificial lighting

Air exchange rate : 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 the study outcome.

6.3.5. Feeding

The diet consisted of "Altromin® 1324 Maintenance Diet for Rats and Mice" manufac-
tured by Altromin GmbH & Co. KG in Lage (with component levels corresponding to
those of Altromin® 1320), and tap water (watering bottles). Food (starting two hours
after treatment) and water were provided for ad /ibitum consumption.

The nutritive composition (cf. page 59 in the annex for specification) and contaminant
levels in the standard diet were routinely spot-checked by analyses.

12
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The tap water met drinking water standards [10]. The results of the water analyses are
filed at BAYER AG. The available data afforded no evidence for an effect on the study
objective.

Polycarbonate bottles with a capacity of about 750 mL were used for animal watering
[6:91'

6.4. Study methods
The study design and technical implementation conformed to the following guidelines:

OECD Guideline for Testing of Chemicals, Section 4: Health Effects, No. 401, "Acute
Oral Toxicity", adopted February 24, 1987 1]

Pesticide Assessment Guidelines, Subdivision £, Hazard Evaluation: Humans and
Domestic Animals, Revised Edition, November 1984; Series 81-1: Acute Oral Toxicity
Study [2]

6.5. Spudy design
6.5.1. “Test substance formulation

The test substance was formulated with 1 % v/v Cremophor® EL in deionized water
immediately (less than ane hour) prior to treatment. The formulations were homogenized
on a magnetic stirrer before and during the treatment procedure. The stability and
homogeneity of the test substance in the treatment formulations were analytically
verified (cf. pages 56 - 58 in the annex for analytical certificates).

6.5.2. Grouping and identification of experimental animals

The animals wera selected according to specified body weight classes prior to treat-
ment, and when multiple groups per treatment day and sex were employed, allocated
to the treatment groups using randomizing lists prepared by a calculation program on
an HP 3000 computer system.

The animals were identified by cage cards listing the test substance, animal number,
dose, sex and study number; by individual markings with saturated aqueous picric acid
solution, and by numbering them on the tail with a waterproof felt pen.
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6.5.3. Treatment and dosage

Single oral doses of the test substance were administered by gavage to male and
fermnale mice (five animals from each group) fasted for a period about 17 hours (plus/
minus one hour deviation).

The treatment volume at doses up to and including 4000 mg/kg b.w. was 10 ml/kg
b.w., and was 20 ml/kg b.w. in the 5000 mg/kg b.w. dose group. Since the resuits did
not correspond to the administered test substance level, the 3150 and 4000 mg/kg b.w.
doses were repeated using a treatment volume of 20 ml/kg body weight.

The animals were again provided with food two hours after the treatment.
6.5.4. Examinations
6.5.4.1 Clinical observation

The appearance and behavior were recorded several times on the day of treatment,
and at least once daily thereafter. If clinical signs developed, their type, duration and
intensity were set down in individual findings. These signs are listed in the annex in
the form of group and individual animal findings. The time of death was recorded in
case of mortalities.

The stated times are relative to the time of substance administration on the day of
treatment (first study day). Times greater than one hour were rounded to the nearest
' quarter hour to simplify interpretation. The time at which a clinical sign first developed
is specified, and on the day of treatment the time at which the sign was no longer
observed. The study day on which the sign was last observed is specified for the
following days.

The data referring to days represent study days. If signs were .no longer apparent
following an observation-free interval between two study days (for example ovemight),
it was presumed that they could have been observed throughout the entire previous
study day.

Mortalities occurring during this observation-free interval (for example ovemight) were
accordingly assigned to the previous study day.

In clinical observation, all findings deviating from the normal state were recorded,
particular attention being directed to the following organ systems, locations and
physiological functions.
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Exterior Fur, skin color, edema, eyes, lacrimation, nasal dis-
charge, salivation, etc.

Behavior Grooming of fur, vocalization, agitation, aggression,
digging and grooming movements, cannibalism, etc.

Nervous system Apathy, motility, reflexes, gait, paralysis, cramps,
tremor, etc.

Respiration To the extent evaluable: respiration rate, etc.

Circulation To the extent evaluable: heart rate, pallor, etc.

Posture Prostration, lying on side, etc.

Gastrointestinal function Fecal appearance/consistency, etc.

6.5.4.2 Recovery period

L
The recovery period was 14 days.

\
6.5.4.3 Body weights

The body weights of the mice were determined on day one before treatment, and on
days 4, 8 and 15. Animals that died intercurrently were additionally weighed on the day
they died or were found dead, assuming they did nct die on a routine weighing day.
If an animal died, the last-determined weight of the live animal is marked by a plus ("+")
in the body weight tables. The last-determined weight of an animal sacrificed at the
end of the recovery period, or the weight of the dead animal, was listed as the final
weight. No final weight is listed if an animal died on the first day of the study.

6.5.4.4 Necropsy

At the conclusion of the recovery period, the surviving animals were anesthetized by
inhalation of diethyl ether and sacrificed. They were then examined for gross pathology,
as were animals that died intercurrently. The surviving 3150 mg/kg b.w. dose group
males and females (Group 3 animal no. 15 and Group 4 animal nos. 17 - 20) were
sacrificed and necropsied on the 16th instead of the 15th day of the study.

15
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6.5.5. LD, calculation

If calculation of the mean (median) lethal dose (LD,;) was possible, this operation was
performed with the aid of a computer (HP 3000) using the method of Bliss [4,5] in the
form described by Rosiello et al. [8] and Baird et al. [3].

The report by Pauluhn [7] provides detailed information on the calculation program.
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7. RESULTS

7.1. Dose-response table (LD,)

The results of the tests for acute oral toxicity in the mouse are compiled together with
LD,, data in the following Table 1. The LD, plot is located in the annex on page 23.

Table 1
Dose Toxicological Duration of signs Time of death | Mortality
(mg/kg b.w.) results (%)
Male mice
100.0" 0/01/5 - -- 0
500.0 0/5/5 3im - 2d -- 0
1000.0 1/5/5 17m - 2d 2d 20
2000.0 1/5/5 10m - 7d 3d 20
3150.0° 4/5/5 10m - 7d 2d - 4d 80
3150i0 5/5/5 7m - 4d 2d - 4d 100
4000.07 0/5/5 2m -11d - 0
4000.0 3/5/5 3m - 7d 2d - 3d 60
5000.0 5/5/5 ém - 3d 1id - 3d 100
LD,, = 2235 mg/kg b.w.
Confidence interval (95 %) = 1558 - 3208 mg/kg b.w.
Siope = 1.38
Female mice
100.0° 0/0/5 -- - 0
1000.0 0/5/5, 29m - 1d -- 0
2000.0 1/5/5 24m - 3d 3d 20
3150.0" 1/5/5 9m - 3d 2d 20
3150.0 4/5/5 9m - 6d 2d - 3d 80
4000.0° 1/51/5 5m - 5d 3d 20
4000.0 2/5/5 4m - 3d 1id - 2d 40
5000.0 3/5/5 5m - 7d 2d - 3d 60
LD,, = 3459 mg/kg b.w.
Confidence interval (95 %) = 2219 - 5393 mg/kg b.w.
Slope = 1.25

See page 18 for explanations of “and "

17
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First figure = number of animals that died
Second figure = number of animals exhibiting signs
Third figure = number of animals in the group

" Dose not required far LDy, calculation
7.2. Clinical tindings

Apathy, piloerection, labored breathing, decreased motility, staggering gait, a spasmodic
state and narrowed palpebral fissures were exhibited by males at 500 mg/kg b.w. and
above, and by females at 1000 mg/kg b.w. and above. Lying on the side or prostration,
temporary rolling over and lacrimation were additionally observed in both sexes at
higher doses. Closed eyelids and a distended abdomen were also observed in isolated
cases. The clinical signs, mainly of up to moderate intensity, developed shortly after
treatment in some cases, and persisted at maximum up to the 11th day of the study
in the male animals or up to the seventh day in the females. The 100 mg/kg b.w. dose
was tolerated by male and female animals without clinical signs.

L
Refer to pages 24 - 28 in the annex for group findings, and to pages 29 - 43 in the
annex tor individual animal findings.

7.3. Body weights

An effect on the body weights during the recovery period could be determined in male
and female mice at the lethal doses.

Refer to pages 44 - 48 in the annex for individual and mean figures.
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7.4. Gross pathological findings

Animals that died during the recovery period: lungs distended, patchy, patchy to dark
red (animal no. 54), fluid in lungs (animal no. 67); liver patchy, occasionally pale,
lobulated (animal no. 81); spleen cccasionally patchy; kidneys occasionally patchy, pale
(animal no. 14), left kidney small, deformed (animal no. 84); stomach empty (animal
no. 79), distended (animal na. 84), occasionally filled with litter pellets, with red (animal
no. 22) or dark (animal no. 3) mucid contents, with fluid food paste {animal no. 78),
cccasionally with gray-white, gray-cloudy, reddish-clear (animal no. 81) or clear (animali
no. 82) fluid, occasionally with beige or white (animal no. 52), fluid or occasionally with
whitish-cloudy or partly creme colored (animal na. 40) contents; forestomach with beige,
creamy contents (animal no. 51); glandular stomach empty (animal no. 51), reddened
(animal no. 81); small intestine occasionally with red, dark (animal no. 3), yellow or
brownish (animal no. 82), mucid contents or filled with reddish-clear fluid (animal
no. 81); intestinal tract occasionaily empty or with red, mucid contents (animal no. 79);
bladder filled with urine; adipose tissue on epididymides red (animal no. 77); abdominal
organs occasionally autolytic, could not be assessed.

Animals sacrificed at termination of recovery period: males at doses of 4000 mg/kg b.w.
and above and females at doses of 3150 mg/kg b.w. and above: liver slightly enlarged,
with Ilght zones up to 0.5 x 0.5 cm in size, light cut surface (animal no. 85), occasional

marked lobulation.

Refer to pages 49 - 54 in the annex for individual findings at necropsy.

19
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8. DISCUSSION AND ASSESSMENT

The test substance SXX 0665 was examined for its acute oral toxicity to male and
female mice. An LD, of 2235 (1558 - 3208) mg/kg b.w. was determined for male, and
of 3459 (2219 - 5393) mg/kg b.w. for female mice.

The observed clinical signs (motility and respiratory disturbances, piloerection, stagger-
ing gait, narrowed palpebral fissures, lacrimation, a spasmadic state, temporary rolling
over, prostration or lying on the side) were mainly of up to moderate intensity, devel-
oped shortly after treatment in some cases, and persisted at maximum up to the 11th
day of the study in the male animals or up to the seventh day in the females. The 100
mg/kg b.w. dose was tolerated by male and female animals without clinical signs.

The test substance SXX 0665 was thus found to be slightly toxic to mice by the acute
oral route of administration.
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10. KEY TO ABBREVIATIONS

Kgw/ow. .......... body weight
Nr/no. ............ "number
Toxikol./toxicol. . ..... toxicological
o.bB/moe. ........ no observed effects
Fig. oo figure
zB. . for example
etC. ... et cetera
contd. . ............ continued
cont. . ... continuation
vorl. ........... ... preliminary
dh. ... i.e. (German: das heisst)
bZW. . i respectively (example: "Nieren bzw.
Lunge" = “*kidney/lung" or “kidney and lung, respectively”)
(o7 e approximately
l
A

* Translator's nota: Explanations in brackets *()" on this page are from Translator. Following German
usage, a comma is used instead of a decimal point in the original tables. The sign “~ (geographical
minute, apostrophe) is sometimes used to indicate minutes of time. Days are abbreviated “d" and hours
*h* in the original tables. In the translation, "m" signifies minutes. The dates are specifiad 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 numeral *1°, the unit “liter” was abbreviated *L" in the transiated text.

22
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11. ANNEX

11.1 LD, Plots

Fig. 1: Acute oral toxicity

male mouse Std.-No.: T0034878
. 2 &=

\
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V:enraunc'ilt
11.2. CLINICAL FINDINGS / KLINISCHE BEFUNDE B

e Sdn Pua By AR
— S ety T te— oy G \vaites
GROUP INCIDENCES / GRUPPENINZIDENZEN 1529 B A D b G

divoer AQ gantattal

Printing date/Cruckdatum: 28.11.1990

Dose Symptom . NCOA* Duration {ne.
Dosis Anz. Daver

Test article/Prifmustec: SXX 0665

male animals / minnliche Tiere

100 No abnormal findings / ohne Sefund
mg/kg

500 piloerection / gestriubtes fell 5 45’ - 1d 2
mg/%g apathy / Apathie S 31¢r - 2d 2
decreased motility / verminderta Matilitdt . 2 Sh - 1d 2
staggering gait / taunelnder Gang 2 Sh - 14 2
spasmodic state / Verkrampfung 2 Sh - 1d 1
tabared breathing / erschwerte Atmung 4 33 - 14 .2
narcrowed palpebral fissure / verengte Lidspalte 2 7Th - d 2
1000 oni?l died / Tier gestorben 1 2d -
mg/kg piloerection / gestriubtes Fell 3 39 - 2d 2
apathy / Apathie 5 1w - 2d 2
decressed motilfity / verminderte Motilitit 4 ih - id 3
staggering gait / taumelnder Gang 4 52' - 1d 3
Prostration / Bauchlage 1 ™hi5 - 2d
spasmodic state / Verkrampfung 2 1h30 - 1d 1
labored breathing / erschwerte Atmung 4 39 - 2d 2
narrowed palpebral fissure / verengte Lidspalte 1 2h30 - 2d 2
2000 animal died / Tier gestorben 1 3d -
mg/kg piloerection / gestriubtes Fell b] 517 - &d 2
apathy / Apathie b 10¢ - &4d 2
decreased motility / verginderte Motilitdc 4 ith - 2d 2
staggering galt / taumelnder Gang 4 th - 2d 3
Prostration / Sauchlage 1 2d - 3d
spasmodic state / Verkrampfung 3 h - 2d 2
Labored breathing / erschwerte Atmung b 37" - 34 2
narrowed palpebral fissure / verengte Lidspalte b §97 - 3d 2
discerndded abdomen / 8Sauch dick 4 3d- 7d

{nt.s intensity/{ntensitit 1sweak/schuach, 2=moderate/milig 3sstrong/stark
€ NOA/Anz. = Number of snimals shawing symptom / Anzahl der Tiere mit dem Symptom

24




SXX 0665 T0034878

Printing date/Druckdatum: 28.11.1990

Oose Symptom NCA* Duratfon Inc.
Dosis Anz. Dauer

m—— ——

Test article/Prifmuster: SXX 0665

male animals / minnliche Tiere

3150 animal died / Tier gestorben

4 2d - 4d
mg/kg piloerection / gestrdubtes Fell 5 36 - 4d 3
piloerection / gestriubtes felt 1 6d - 7d 1
apathy / Apathie 5 107 - 4d 3
apathy / Apathie 1 6d - 7d 2
decreased motility / verminderte Motilitdt 5 th1s - 4d 3
staggering gait / taumelnder Gang 4 this - 4d 3

lying on the side / Seitenlage 2 2d - 2d

Prostration / Bauchlage 1 24 - 3d
spasmodic state / Verkrampfung 4 1h15 - 2d 2
Labored breathing / erschwerte Atmung 5 12¢ - &d 2
narroved palpebral fissure / verengte Lidspalte 5 267 - 4d 2

temporary ralling aver / zeitueise Uberralien 3 Shis - 1d

3150 snimal died / Tier gestorben S 2d - 4d
mg/kg piloerection / gestréubtes Fell b 13* - 2h30 2
piloerection / gestriubtes Fell 2 4d - 4d 2
apathy / Apathie S 7 - 4d 3
decreased motility / verminderte Motilitit S 13 - id 3
decreased motility / verminderte Motilitit 1 4 - 4&d 3
staggering gait / taumelnder Gang b1 13 - 1d 3
staggering gait / taumelnder Gang 1 4d - 4d 3

lying on the side / Seitenlage 3 5h - 2d

Prodtration / Bauchlage 5 7h15 - 4d
spasmodic state / Verkrampfung 5 9 - d 2
labored breathing / erschwerte Atmung 5 7' - 4 3
r\q;;oued palpebral fissure / verengte Lidspalte S 137 - &d 2

clbsed eyelids / geschlossene Lidspalte 2 4d - 4&d
lacrimation / Trinenflua S ™S - 4d 2

- temporary rolling ovar / zeitweise (bercallen 4 2hiS - Th30

4000 piloerection / gestriubtes Fell S 117 = 2d 2
mg/kg piloerection / gestriubtes Fell 1 54 - 10d 1
apathy / Apathie S 2 - 1d 2
decreased motility / verminderte Matilitit 4 1hés - 2d 2
staggering gait / taumelnder Gang 4 1h4S - 1d 3
spasmodic state / Verkrahpfung 1 2his - id 2
Labored breathing / erschuerte Atmung S 11 - 2d 2
rarrawed palpebral fissure / verengte Lidspalte S s2¢ - 1d 2

temporary ralling over / zeitweise Uberrallen 1 6h30 - 1d
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Tnt.= intensity/lntensitat  lsweak/schwach, 2=moderate/misig 3=strong/stark
* NCA/Anz. = Number of enimals shawing symptom / Anzahl der Tiere mit dem Symptom




SXX 0665 TO034878
Printing date/Druckdatum: 07.03.1991
Dose Symptom NCA® Suration Int.
Dosis  __ Anz. Dauer —_—
Test article/Prifmuster: SXX 0645
male animals 7/ minn(iche Tiere
4000 animal died 7/ Tier gestarben 3 2d - 3d
mg/kg piloerection / gestraubtes Fell 3 50 - 2d 2
piloerection / gestraubtes Fell 2 5d - 6d 2
apathy / Apathie S 3 - d 3
decreased matility / verminderte Motilitit 5 th30 - 3d 3
staggering gait / taumelnder Gang 5 th - 4d 3
Prastration / Bauchlage 2 2d - 3d
spasmodic state / Verkrampfung 5 th - 3d 2
labored breathing / erschwerte Atmung S 3 - 5d 3
narrowed palpebral fissure / verengte Lidspalte 4 597 - &héS 2
nacrowed palpebral fissure / verengte Lidspalte 1 3d - 3d 2
Lacrimation / Trinenflus 2 2d - 2d 1
temporary rolling over / zeitweise Uberrollien 3 3h30 - 1d
5000 animal died / Tier gestorben 5 id - 3d
mg/%g piloerection / gestriubtes Fell 2 27' - 3h30 2
apathy / Apathie 5 4’ - 3d 2
decreased motility / verminderte Motilitit 5 9 - 1d 3
staggering gait / taumelnder Gang S 18 - d 3
Llying on the side / Seitenlage 3 ™ - 3d
Prostration / 8auchlage 2 Th - 2d
spasmodic state / Verkrampfung S &3 - d 2
labol"ed breathing / erschuerte Atmung 5 T - 3d 3
narréwed palpebral fissure / verengte Lidspalte 4 25 - 2h 2
narrowed palpebral fissure / verengte Lidspalte 1 h - id 2
Llacrimation / Trinenflus 3 2d - 3d 1
teqporary rolling aver / zeitweise Uberrollen 4 2h - 1d
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Int.3 intensity/Intensitit laweak/schwach, 2=moderate/misig - Jastrong/stark
* NOA/Anz. = Number af snimals showing symptom / Anzahl der Tiere mic dem Symptom




SXX 06865

T0034878

Printing date/Druckdatum: 28.11.1990

Bose Symptom NCA*® <Durutlon 1nc.
Oosis Anz. Dauer
Test article/Prifmuster: SXX 0445
female animals / weibliche Tiere .
vartraullen
“*—T—— 2. Firma Bujor AG

1o

100 No abnormal findings / ohne Befund ﬁa.’(;
mg/kg 3

PL VA ]

1000 piloerection / gestriubtes Fell
mg/kg apathy / Apathie
decreased motility / verminderte Motilitdc
staggering gait / taumelnder Gang
spasmodic state / Verkrampfung
Labared breathing / erschuerte Atmung
narrowed palpebral fissure / verengte Lidspalte

NO&ENNNDWS

2000 enimal died / Tier gestarben

mg/kg piloerection / gestriubtes Fell
spathy / Apathie
decreased motility / verminderte Motflitit
staggering gaft / taunelnder Gang
Prostration / 8auchlage
spasmodic state / Verkrampfung
Labored breathing / erschwerte Atmung

narrioued palpebral fissure / verengte Lidspalte

SRV RV RERVEVRY RV, Y

\

3150 animal died / Tier gestarben

- mg/%g piloerection / gestriubtes Fell
spathy / Apathie
decreased motility / verminderte Motilitit
staggering gait / tsumelnder Gang
Prostration / 8auchlage
spasmodic state / Verkrampfung
labored breathing / erschuerte Atmung
narrowed palpebral fissure / verengte Lidspalte

AR NV IR RV RV RV NV, Y

3150 animal died / Tier gestorben
mg/kg piloerection / gestriubtes Fell
spathy / Apathie
decreased motility / verminderte Motilitat
staggering gait / taumelnder Gang
lying on the side / Seitenlage
Prostration / Bauchlage
spasmodic state / Verkrampfung
tabored breathing / erschwerte Atmung
narrowed palpebrasl fissure / verengte Lidspalte
{acrimation / Trinenflus
temporary rolling over / zeitweise (berrollen

WhnnuSsbiaaneg B

Int.= intensity/{ntensitat 1sweak/schwach, 2=moderate/misig 3Iastrong/stark
* NOA/Anz. = Number of snimals showing symptom / Anzahl der Tiere mit dem Symptom
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SXX 0665

TQ034878

Princing date/Druckdatum: 28.11.1990

Dose Symptom NCA* Suration Int.
Qosis —— Anz. Dauer —
Test article/Prifmuster: SXX 0445
female snimels / weibliche Tiere
4000 animal died / Tier gestorben 1 3d -
mg/kg piloerection / gestriubtes Fell s S* - 34 2
spathy / Apathie S 5¢ - S5d 3
decreased matility / verminderte Motilitat 5 2h - 34 3
staggering gait / taumelnder Gang 5 2h - 3d 3
lying on the side / Seitenlage 1 24 - 3d
spasmodic state / Verkrampfung 4 2h - 2d 2
labared breathing / erschuerte Atmung s 12¢ - 3d 3
narrowed palpebral fissure / verengte Lidspalte 5 42 - 3d 2
4000 animal died / Tier gestorben 2 id - 2d
mg/kg piloerection / gescriubtes Fell 4 137 - &hiS 2
apathy / Apathie S 4' - 3d 2
decreased motility / verminderte Mocilicit 5 SG’ - 2d 2
staggering gait / taumelnder Gang S 137 - 3d 3
lying on the side / Seitenlage 2 Sh - 1d
Prostration / Bauchlage 1 24 - 2d
spasmodic state / Verkrampfung S 58’ - 3d 2
labored breathing / erschuerte Atmung 5 4 - 2d 3
nacrowed palpebral f{ssure / verengte Lidspalte 3 50’ - 3his 2
lacrimation / Trinenflus 1 Jh15 - 2d 1
temporary rolling over / zeitwaise Ubercollen 1 1h33 - Sh
L
Ly
5000 animal died 7 Tier gestorben 3 2d - 3d
~mg/kg piloerection / gestriubtes Fell S 19 - 7d 2
spathy / Apathie S S - M 2
decreased motility / verminderte Motilitdt S 10 - 3d 3
staggering gaft / tsumeinder Gang S 36 - 3d 3
lying on the side / Seltenlage 2 4héS - 3d
Prostration / Sauchlage 1 2d - 2d
spasmodic state / Verkrampfung 5 1h30 - 2d 2
lebared bresthing / erschwerte Atmung 5 10’ - 3d 3
narrowed palpebral fissure / verengte Lidspalte S 17 - 3d 2
lacrimation / Trinenflus 4 6h45 - 24 1
temporary rolling over / zeitweise Uberrollen 3 3h - d
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{nt.= intensity/intensizat 1aueak/schuwach, Zwuodcrlto/uiulg
¢ NCA/ANnZ. = Number of snimals showing symptom / Anzah{ der Tier

I=strong/stark
e mit dem Symptom




SXX 066S TO034878

INDIVIDUAL ANIMAL SYMPTOMS / TIERINDIVIDUELLE SYMPTOME

Printing date/Druckdatum: 28.11.199Q
Dose Animal Symptom Burstion Inc.
Dosis Tier Daver

Test erticle/Prifmuster: SAX 0445

male animals / minnliche Tiere

. a2t WOt
s

100 41 No abnormal findings / ohne 8efund :
i WGl gar

mg/kg . o
[ L} brao t findi ohi Befund e )
2 No abnarmal findings / ohne Be Sayar AQ gasianel
63 No sbnormal findings / ohne Hefund
64 MNa sbrormal findings / ohne Befund
65 WNo abnormal findings / ohne Befund
500 46 plloerection / gestriubtes Fell 48’ - 1d 2
mg/kg aspathy / Apathie 34’ - 2d 2
labored breathing / erschuerte Atmung 347 - 3h30 1
47 piloerection / gestriubtes Fell S6* -~ Th 2
spathy / Apathie 33/ - d 2
labored breathing / erschwerte Atmung 3h30 - Th 2
48 piloerection / gestriubtes Fell 56’ - 1d 2
apathy / Apathie 33 - 2d 2
decreased motility / verminderte Motil{tat Sh - 1d 2
\ staggering gait / taumelnder Gang Sh -« 1d 2
spasmodic state / Verkrampfung Sh - 1d 1
lsbored breathing / erschwerte Atmung 33 - d 2
narrowed palpebral fissure / verengte Lidspalte Th - id 2
49 piloerection / gestriubtes Fell §S’ - T
apathy / Apathie 32" - 2d Z
labored breathing / erschwerte Atmung 39 - Th 1
S0 piloerection / gestriubtes Fell 45" - 1d 2
apathy / Apathie 317 - 2d P4
decreased motility / verminderte Motilitie Sh - 1d 2
staggering gait / taumelnder Gang Sh - 1d 2
spasmodic state / Verkrampfung 7h - 1d 1
narroved palpebrel fissure / verengte Lidspalte ™ - d 2

Int.= intensity/Intensitit  1sweak/schwach, 2=modecate/migig 3=strong/stark




SXX 0665 TO014878

Printing date/Oruckcatum: 28.11.1990

Dose Animal Symptom Duracion Int.
Dosis Tiee— Daver ——

Test article/Prifmuster: SXX 0665

male animals / minnliche Tiere

1000 21 piloerection / gestriubtes Fell 1h

- 2d 2
mg/%g apathy / Apathie 39 - 2d 2
decreased motility / verminderte Motilitit 4th - 1d 2
staggering gait / tauneinder Gang th - 1d 2
spasmodic state / Verkrampfung 7hi1S - 1d 1
labored breathing / erschuerte Atmung th - 1d 2
22 animal died / Tier gestarben 2d -

piloerection / gestriubtes Fell 3¢ - 2d 2
apathy / Apathie 25’ - 2d 2
decressed motility / verminderte MocCilitat th - 7hiS 3
staggering gaft / taumelnder Gang 52 - T™his 3

Prostration / 8auchlage ™15 - 2d
spesmodic stete / Verkrampfung 130 - 1td ]
labared breathing / erschwerte Atmung 39’ - 2d 2
narrowed palpebral fissure / verengte Lidspalte 2h30 - 2d 2
23 apathy / Apathie 17 - 2d 2
decreased motility / verminderte Motilitit 3htS - d 1
staggering gait / taumeinder Gang 315 - 1d 2
labored breathing / erschwerte Atmung 3nhiS - 1d 2
25  apathy / Apathie 3 - 2d 2
decreased motilicy / verminderte Maotilfcit Shis - 1d 1
staggering gait / taumelnder Gang Shis - 1d 2
labored breathing / erschwerte Atmung Shis - 1d 1
ES piloerection / gestriubtes Fell 1h15 - 2h30 2
apathy / Apathie 367 - 2d 2

4

2000 1 piloerection / gescriubtes Fell 55 - 3d 2
mg/kg apathy / Apathie 16 - 4d 2
. labored breathing / erschwerte Atmung th - 1d 1
narrowed palpebral fissure / verengte Lidspalte th - 4h 2

distended sbdomen / 8auch dick 3d - 7d
2 piloerection / gestriubtes Fell 4! - 4d 2
spathy / Apathie 13¢ - 4d 2
decreased motility / verminderte Motilicit 2hiS - 2d 2
staggering gait / taumelnder Gang 2hi5 - 1d 2
spasmocdic state / Verkrampfung 4h1s - 2d 1
Labored breathing / erschwerte Atmung 547 - 1d 1
narrowed palpebral fissure / verengte Lidspalte ih -« 4h 2

distended abdomen / 8auch dick 3d- 7d
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Inc.= intensity/Intensitit 1=weak/schuach, 2smoderate/misig 3=strong/stark




SXX 0665 T0034878

Printing date/Oruckdatum: 28.11,1996

Qose Animel Symptom Suration Int.
Dosis Tiea Dauer _—

Test article/Prifmuster: SXX 0645

male enimals / minnliche Tiere

2000 3 animal died /7 Tier gestarben 3d -
mg/kg piloerection / gestriubtes Fell $3* - 1d 2
apathy / Apathie 12* - 3d 2
decreased matility / verminderte Motilitit th - 1d 2
staggering gait / taumelnder Gang 1h - 1d 3
Prastration / Bauchlage 2d - 3d
spasmodic state / Verkrampfung th - 1d 2
labored breathing / erschuerte Atmung 37 - 3d 2
narrowed palpebral fissure / verengte Lidspalte _ th - 3d 2
4 piloerection / gestriaubtes Fell 53’ - 4d 2
spathy / Apathie 12 - 4d 2
decreased motility / verminderte Motilizit 1hés - 1d 2
staggering gait / taumelnder Cang 1h&s - 2d 3
spasmodic state / Verkrampfung 3h - 1d 1
labored breaching / erschwerte Atmung ih - 1d 2
narrowed palpebral fissure / verengte Lidspalte th - 6&h1S 2
distended sbdomen / Bauch dick 3d- 7d
5 piloerection / gestriubtes Fell 51/ - 4d 2
apathy / Apathie 10¢ - 4d 4
decreased motility / verminderte Mat{litit 3h - 1d 2
staggering gait / taumeinder Gang 3v - 1d 1
labared breathing / erschuerte Atmung 51" - 1d 2
narrowed palpebral fissure / verengte Lidspalte 59 - 1id 2
distended abdomen / Bauch dick 3d- 7d
3
§
3150 11 snimal died / Tier gestorben 3d -
mg/kg plloerection / gestriubtes Fell 38’ - 3d 2
apathy / Apathie 13/ - 3d 3
decreased motility / verminderte Matilitit 1his - 3d 2
staggering gaft / taumelnder Gang s - 2d 3
Prostration / Bauchlage 2dd - 3d
spasmodic state / Verkrampfung this - 2d 2
labored breathing / erschwerte Atmung 29’ - 3d 2
narrowed palpebral fissure / verengte Lidspalte 29 - 3 2
12 animal died / Tier gestarben 2d -
piloerection / gestriubtes Fell this - 2d 2
spathy / Apathie , 12! - 2d 2
decreased motitity / verminderte Motilfitdc 1his - 1d 2
staggering gait / taumelnder Gang 2h - 1d 3
lying on the side / Seitenlage 2d - 2d
spasmodic state / Verkrampfung 2h - 1d 2
labored breathing / erschwerte Atmung 12 - 2d 2
narraowed palpebral fissure / verengte Lidspalte 28 - 24 2
temporary rolling over / zeitweise Uberrollen Shi15 - 1d
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Int.= intensity/intensitat 1sweak/schwach, 2=moderate/midig 3zstrong/stark




SXX 0665 T0034873

Printing date/Druckdatum: 28.11.199Q

Dose Animal Symptom Duration Int.
Dosis Tiec— Dauer —
Test erticlesPrdfmuster: SXX 0645 Vartraullcn
male animals / minnliche Tiere B0 Ly e Nty Bager AT
[P T N .
PR I S P O e
Raymr AL Ractantat
3150 13 enimal died / Tier gestarben od -
mg/kg piloerection / gestriubtes Fell 367 - 4d 3
apathy / Apathie 11 - 4d 3
decreased motility / verminderte Motilicat 2h - 4d 3
staggering gait / taumelnder Gang 2h - 4d 3
spasmodic state / Verkrampfung 2h - 2d 2
labored breathing / erschuerte Atmung 27’ - 4d 2
narrowed palpebral fissure / verengte Lidspalte 27 - 4&d 2
temporary rolling over / zeitweise (berrallen 6h4S - 1d
16 animal died / Tier gestarben 2d -
piloerection / geatriubtes Fell 1his - 2d 1
apathy / Apathie 10’ - 2 2
decreased motility / verminderte Motilictit this - 1d 2
staggering gait / teaumei{nder Gang 1h1s - 1d 3
lying on the gide / Seitenlage 2d - 2d
spasmodic state / Verkrampfung this - 1d 2
labored breathing / erschwerte Atmung 17 - 24 2
narrowed palpebrsl fissure / verengte Lidspalte 26’ - 2d 2
temparary colling over / zeitweise Uberrollen Shis - 1id
1S piloerection / gestraubtes Fell 1hts - 1d 2
piloerection / gestriubtes Fell 6d - 7d 1
apathy / Apathie 10’ - 2d 2
spathy / Apathie 6d - T7d 2
decreased motility / verminderte Motilitit Sh - 1d 1
{ labored breathing / erschwerte Atmung 26" - d 1
narrowed palpebral fissure / verengte Lidspalte 26 - 1d 2
4
3150 75 snimal died / Tier gestarben 3d -
mg/kg piloerection / gestriubtes Fell 22 - 2n30 2
apathy / Apathie 11 - 3d 3
decreesed motility / verminderte Motilitic 130 - 7hi0 3
staggering gesit / taumelnder Gang 1h30 - Sh1S 3
' Prostration / 8auchlage 7h30 - 3d
! spasmodic state / Verkrampfung 1h30 - 1d 2
labored breathing / erschwerte Atmung 15’ - 3d 3
narrowed palpebral fissure / verengte Lidspalte 27’ - 2h30 2
lacrimation / Trinenflus 2d - 3Id 1
temporary rolling aver / zeltueise Uberrcllien ShiS - Th30
77 animatl died / Tier gestarben id -
piloerection / gestriubtes Fell 147 - 2n30 2
piloerection / gestrdubtes Fell 4d - 4d 2
apathy / Apathie 10 - & 3
decreased motility / verminderte Motilitcit 1h30 - id 3
staggering gait / taumelnder Gang 1h30 - 1d 3
tying on the side / Seitenlage 2d - 24
Prastration / Bauchlage 3d - 4d
spasmodic state / Verkrampfung 1h30 - 1d 2
labored breathing / erschwerte Atmung 10" - & 3
narrawed palpebral fissure / verengte Lidspalte 147 - 2h30 2
closed eyelids / geschlossene Lidspalte 4d - 4d
lacrimation / Trinenflus 2d - 4d 1

Int.a intensity/Intensitat  lsweak/schwach, 2=moderate/miBig 3astrong/stark




SXX 0665 T0034878

Printing date/Druckdatum: 28.11.1990

Dose Anims{ Symptom dDuration Int.
Dosis Tisc. Dauer

Test article/Prifmuster: SXX 0465

male animals / mannliche Tiere

4000 31 piloerection / gestriubtes Fell 235 - Wd 2
mg/kg piloerection / gestriubtes Fell Sd - 10d 1
apathy / Apathie 107 - 11d 2
decreased matility / verminderte Motititit 2h1S - 1d 2
staggering gait / taumelnder Gang 4h30 - 1d 1
labored breathing / erschuerte Atmung 18 - 14 1
narrowed palpebral fissure / verengte Lidspalte th - 1d 2
32 piloerection / gestriubtes Fell 17 - 24 2
apathy / Apathle 4’ - 3d 2
apathy / Apathie 6d - 1id 2
decreased motility / verminderte Motilitit 2hts - 24 2
staggering gait / taunelnder Gang 3Ih4S - 1d 2
labored breathing / erschwerte Atmung 177 - 1id 2
narrowed palpebral fissure / verengte Lidspalte 52 - 1d 2
33 piloerection / gestriubtes Fell 29 - 2d 2
spathy / Apathie 5’ - 3d 2
apathy / Apathie 6d - 11d 2
decreased motility / verminderte Motilitic 1hés - id 2
staggering gait / taumelnder Gang 1hés - 1d 3
spasmodic state / Verkrampfung 2his - 1d 2
Llabored breathing / erschuerte Atmung 16" - 1d 2
narrowed palpebral fissure / verengte Lidspalte 1h30 - 1d 2
temparary rolling over / zeitweise Uberrollen 6h30 - 1d
34 pilaerection / gestriubtes Fetl 25 - 1d 2
apathy / Apathie 2 - 3d 2
labaored breathing / erschwerte Atmung 20 - 1d 1
L narrowed palpebral fissure / verengte Lidspalte 1h30 - 1d 2
35 piloerection / gestriubtes Fell 117 - 24 2
spathy / Apathie 3 - 11d 2
4 decreased motility / verminderte Motilitit 2hiS - d 2
staggering gait / taumelnder Gang 2h1S - 1d 2
” Labored breathing / erschuerte Atmung 11 - 2d 2
narroved palpebral fissure / verengte Lidspalte 53’ - 1d 2
' 4000 66 enimal died / Tier gestarben 3d -
mg/kg piloerection / gestriubtes Fell 50 - 2d 2
apathy / Apathie 18’ - 3d 3
decreased matility / verminderte Motilitit thés - 3d 3
staggering gait /, taumelnder Gang thé5 - 2d 3
Prostration / Bauchlage 3d - 3d
spasmodic state / Verkrampfung 1hés - 3d 2
labored breathing / erschwerte Atmung 18’ - 3d 3
narrowed palpebral fissure / verengte Lidspalte th - 2h 2
narrowed palpebral fissure / verengte Lidspalte 34 - 3d 2
Lacrimation / Trinenflug 2d - 2d 1
temporary rolling over / reitueise (Uberrollen 6h4S - 1d
vartraulich
S oor v Fa mw ar Bage A
R T S S
e d hoaf D Sadt W) G

Caser AD Qowsitul

Int.= intensity/Intensitdét laweak/schwach, 2=moderate/mifiig 3sstrong/stark




SXX 0665 T0034878

Printing date/Druckdatum: 07.03.1991

Dose Animal Symptom Quration Inc.
Dasis Tiem Qauer —_—

Test article/Prifmuster: SXX 0665

male animals / minnliche Tiere

4000 67 animal died / Tier geitorben 2d -
mg/kg apathy / Apathie 23/ - 2d 2
decreased motility / verminderte Motilitit 1h4s - 1d 3
staggering gait / taumelnder Gang th - 1d 3
Prostration / Bauchlage 2d - 2d
spasmodic state / Verkrampfung 1h - 1d 2
labored breathing / erschuerte Atmung 23 - 29 3
temporary ralling over / zeitweise Uberrailen 4h4S - 1d
68 senimal died / Tier gestorben 2d -
spathy / Apathie 117 - 2d 2
decreased motility / verminderte Motilitit 1h30 - 1d 3
staggering gait / taumelnder Gang h - 14 3
spasmodic state / Verkrampfung 2h - 2d 2
labored breathing / erschuerte Atmung 11y - 2d 3
narrowed palpebral fissure / verengte Lidspalte th - 2n45 2
lacrimation / Trinenflus 2d - 2d 1
temporary rotling over / zeitueise Uberraollen 3h30 - 14
49 pitoerection / gestriubtes Fell 2d - 24 2
piloerection / gestriubtes Fell 5d - 6d 2
apathy / Apathie 3 - 2d 2
spathy / Apathie Sd - 7d 2
decressed motility / verminderte Matilictit 2heS - 24 2
staggering gait / taumelnder Gang 2h4s - 2d 2
spasmodic state / Verkrampfung 3hi5 - 2d 2
H labored breathing / erschwerte Atmung 3¢ - 5d 2
narrowed palpebral fissure / verengte Lidspalte 1h30 - 6hé5 2
70 piloerection / gestriubtes Fell 59¢ - 2d 2
Y piloerection / gestriubtes Fell 5¢ - 6&d 2
spathy / Apathie 27t - 7d 2
. decreased motility / verminderte Moti{{tit 1h30 - 2d 2
staggering gait / taumelnder Gang 1h30 - 44 2
spasmodic state / Verkrampfung 2hé4s - 2d 2
labored breathing / erschwerte Atmung 27t - 2d 2
narrowed palpebral fissure / verengte Lidspalte 59* - 2h4S 2
5000 51 animal died / Tier gestorben 2d -
mg/kg pilaerection / gestriubtes fell 29 - 3h30 2
apathy / Apathie 15’ - 2d 2
decreased motility / verminderte Motilitit 29 - d 3
staggering gait / taumeinder Gang 37 - d 3
Prostration / 8auchlage d - 2d
spasmodic state / Verkrampfung 1his - 1d 2
labored breathing / erschwerte Atmung 15 - 2d 3
narrowed palpebral fissure / verengte Lidspalte 37 - 2h 2
narrowed palpebral fissure / verengte Lidspalte - 1d 2
temporary rolling over / reitweise Uberrollen Sh - 1d
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lnt.= intensity/lntensitit 1=weak/schuach, 2smoderate/misigq 3Jastrong/stark




SXX 0665 T0034878

Printing date/Druckdatum: 28.11.1990

Dose Animal Symptom Ouration Int.
Dos{s Ties Daver -_—

Test article/Prifmuster: S$XX 0645

male animals / mannliche Tiere

5000 52 animal died / Tier gestarben 3d -
mg/kg apathy / Apathie 21 - 3d 2
decreased motility / verminderte Motilitidt 21" - Th 3
staggering gait / taumelnder Gang 346t - Th 3
lying on the side / Seitenlage ™h - 3d
spasmodic state / Verkrampfung 45’ - id 2
labored breathing / erschwerte Atmung 21 - 3d 3
lacrimation / Tranenflus 2d - 3d 1
temporary raolling over / zeitweise Uberrallen 3hiS - Th
53 animal died / Tier gestorben 2d -
piloerection / gestriubtes Fell 27 - 3n30 2
spathy / Apathie 13r - 24 2
decreased matility / verminderte Motilitit 137 - Th 3
staggering gait / taumelnder Gang 27 - Th 3
lying on the side / Seitenlage T™h - 2d
spasmodic state / Verkrsmpfung th - id 2
labored breathing / erschuerte Atmung 13’ - 2d 3
narroved palpebral fissure / verengte Lidspalte 27 - 2h 2
lacrimation / Trinenflus 2d - 2d 1
temporary rolling over / zeitweise Uberrollen JhiS - Th
54 animal died / Tier gestorben id -
apathy / Apathie 7 - Wd 2
decressed motility / verminderte Motilitat 9 - Th 3
staggering gait / taumelnder Gang 19/ = Th 3
t lying on the side / Seitenlage h - 1d
spasmodic state / Verkrampfung 43’ - ud 2
{abored breathing / erschwerte Atmung 7 - ud 3
narrowed palpebral fissure / verengte Lidspalte 267 - 2h 2
A temporary rolling over / zeitueise Uberrollen 2h - 7h
55 enimal died / Tier gestorben 2d -
spathy / Apathie 4 - 2d 2
decreased motility / verminderte Matilitit 11 - Th 3
staggering gait / taumelnder Gang 18’ - Th 3
Prostration / Sauchlage Th - 2d
spasmodic state / Verkrampfung 1hés - 1d 2
labored breathing / erschwerte Atmung 11r - 2d 3
narrowed palpebral fissure / verengte Lidspalte 257 - 1h&S 2
lacrimation / Trinenflus 2d - 2d 1
vartraciich
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Int.= intensity/Intensitit lawesk/schuwach, 2amoderate/mifig 3astrong/stark




SXX Q665 T0Q34878

Printing date/Druckdatum: 28.11.1990

Dose Animel Symptom Duration Ine.
Dosis Tiec. Dauer _—

Test article/Prifmuster: $XX 0465

female animals / weibliche Tiere

Veretrustlan s
e . -
100 41 No abnormal finding; / ohne Befund ;g Furns 98

mg/kg

42 No abnormal findings / ohne Befund
43 No abnormal findings / ohne Befund
44 MHo abnormal findings / ohne Befund

45 No abnormal findings / ahne Befund

1000 26 apathy / Apathie 1h15 - 1d 2
mg/kg

27 piloerection / gestriubtes Fell &4’ - 1d 2

apathy / Apathie 31 - 1d 2

labored breathing / erschwerte Atmung 44t -« Th 2

28 piloerection / gestriubtes Fell 43 - Th 2

spathy / Apathie 36 - 1d 2

labored breathing / erschuerte Atmung 43 - T 2

narrowed palpebral fissure / verengte Lidspalte this - Sh 2

29 pilcerection / gestriubtes Fell 1h15 - 3hiS 2

L  aspathy / Apathie 29" - 1d 2

decreased motility / verminderte Motilitic 4h - 1d 1

staggering gait / taumelnder Gang 4h - 1d 2

\ spasmodic state / Verkrampfung S5h - 1d 1

labored breathing / erschwerts Atmung 1hiS - 1d 1

30 pilaoerection / gestriubtes Fell 42’ - d 2

apathy / Apathie 42’ - d 2

decreased motility / verminderta Motilitit 2h - d 2

staggering gait / taumelnder Gang 2h - i 3

spasmodic state / Verkrampfung 2h - id 1

lsbared breathing / erschwerte Atmung 42" - 1d 2

narrowed palpebral fissure / verengte Lidspaite 1h1s - 1d 2

2000 6 piloerection / gestriubtes Fell &4 - 6h1S 2

mg/kg apathy / Apathie 27 - id 2

labored breathing / erschwerte Atmung 46’ - 6hi1S 1

narrowed palpebral fissure / verengte Lidspalte S52¢ - 3h4S 2

Int.= intensity/(ntensitdt  l=wesk/schuach, 2=moderate/miBig 3=strong/stark




SXX 0665 T0034878

Printing date/Druckdatum: 28.11.1990

Oase Animel Symptom Ouraction int.
Dosis Tlec. Daver e

Test article/Prifmuster: SXX 0465

female animals / wefbliche Tiere

2000 7 piloerection / gestriubtes Fell 43" - 6h15 2
mg/kg apathy / Apathie 26! - 24 2
decreased matility / verminderte Motilitit 3h45 - 1d 2
staggering gait / taumelnder Gang 3h4S - 1d 2
spasmodic state / Verkrampfung 6h15 - 1d 1
labored breathing / erschuerte Atmung 51 - 1d 1
narrawed palpebral fissure / verengte Lidspalte $1/ - 3h4S 2
8 piloerection / gestriubtes Fell 42" - 2d 2
spathy / Apathie 25’ - 3d 2
decreased moCility / verminderte Motilitit 3h4S - 1d 2
staggering gait / taumelnder Gang 3R4S - 2d 3
spasmodic state / Verkrampfung 5h - 1d 1
labored breathing / erschuerte Atmung 42' - 14 1
narrowed palpebral fissure / verengte Lidspalte 50 - 1d 2
9 piloerection / gestriubtes Fell 42 - 6h1S 2
apathy / Apathie 25" - 2d 2
labored breathing / erschwerte Atmung 1h15 - 6&h1S 1
narrowed palpebral fissure / verengte Lidspalte 507 - 3h4S 2
10 asnimal died / Tier gestorben 3d -

piloerection / gestriubtes Fell 41 - 3d 2
apathy / Apathie 267 - 3d 2
decreased motility / verminderte Motilitit 1h15 - 14 3
staggering gait / taumelnder Gang 1h1s - 1d 3

Ll Prostration / Bauchlage 2d - 3d
spasmodic state / Verkrampfung 1h30 - 1d 2
labored breathing / erschuerte Atmung 41 - 3d 2
\, narrowed palpebral fissure / verengte Lidspalte 49' - 3 2

3150 16 animal died / Tier gestorben 2d -

mg/kg piloerection / gestriubtes Fell 33 - 2d 2
aspathy / Apathie 13/ - 2d 2
decreased matility / verminderte Matilictit 2h - 1d 2
staggering gait / taumeinder Gang 2k - 1d 3

Prostration / Bauchlage 2d - 2d
spasmodic state / Verkrampfung 2h - 1d 2
labored bresthing / erschuerte Atmung 13/ - 2d 2
narrowed palpebral fissure / verengte Lidspalte 237 - 2d 2
17 piloerection / gestriubtes Fell 32" - id 2
spathy / Apathie 19 - 24 2
{abored breathing / erschuerte Atmung 19 - 1d 2
narroved palpebral fissure / verengte Lidspalte 22* - 3h 2
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Int.= intensity/Intensicit  T=weak/schwach, 2smoderate/midig Sastrong/stark




SXX 0665 TQ034878

Printing date/Oruckdatum: 28.11.199¢

Oote Animal Symptom Duratfon Inc.
Oosis Tlec. Dauer —

Test article/Prifmuster: $XX 04645

female animals / weibliche Tiere

3150 18 piloerection / gestriubtes Fell 24 - 2d 2
mg/kg apathy / Apathie 18’ - 3d 2
decreased motility / verminderte Motilitit 3n4S - 24 2
staggering gait / taumeinder Gang 3h45 - 3d 3
spasmodic state / Verkrampfung 3h45 - 2d 2
labored breathing / erschwerte Atmung 357 - 3d 2
19 piloersction / gestriubtes Fell th - 3d 2
apathy / Apathie 17 - 3d 2
decreased motility / verminderte Motil{cit 3h - 1d 2
staggering gait / taumelnder Gang 3h - 3d 3
spasmodic state / Verkrampfung 3h - 1d 2
labored breathing / erschwerte Atmung 2h - 3d 2
narroued palpebral fissure / verengte Lidspalte th - 1d 2
20 piloerection / gestriubtes Fel! th - 1d 2
apathy / Apathie 9+ - 2d 2
narrowed palpebral fissure / verengte Lidspalte th - éh30 2
3150 81 asnimal died / Tier gestorben 3d -
mg/kg apathy / Apathie 12 - 3d 3
decreased motility / verminderte Motilitit th - Sh 3
L staggering gaft / taumelnder Gang 46’ - Sh 3
lying on the side / Seitenlage Sh - 2d
Prostration / Bauchlage 2d - 3d
spasmodic state / Verkrampfung 467 - 2d 2
\ labored breathing / erschuerte Atmung 12¢ - 3d 3
narrowed palpebral fissure / verengte Lidspalte 1h30 - 3d 2
L lacrimation / Trinenflua 7h30 - 3d 1
temporary rolling aver / zeitweise (berrollen - 2h30 - 7h30
82 animal died / Tier gestorben 3d -

- * piloerection / gestriubtes Fell( 2% - 1d 2
apathy / Apathie 15 - 3d 3
decreased motility / verminderte Motilitit 2h30 - d 3
staggering gait / taumelnder Gang 2h30 - 1d 3
Prostration / Bauchlage 2d - 3d
spasmodic state / Verkrampfung 2h30 - 14 2
labored breathing / erschwerte Atmung 15 - 3 2
narrawed palpebral fissure / verengte Lidspalte 17 - 3d 2
lacrimation / Trinenflus 2d - 3d 1
temparary rolling over / zeitweise Uberrollen 7h30 - 1d

83 animal died / Tier gestorben 2d -
piloerection / gestriubtes Fell 14 - 1d 2
spathy / Apathie 11’ - 2d 3
decreased motility / verminderte Motilitie 1h30 - Sh 3
staggering gait / taumelnder Gang 1h30 - Sh 3
lying on the side / Seitenlage Sh - id
Prastration / Bauchlage 2 - 2d
spasmodic state / Verkrampfung 1h30 - 1d 2
labored breathing / erschuerte Atmung 23 - 2d 3
narraued palpebral fissure / verengte Lidspalte 1h30 - 2d 2
lacrimation / Trinenflus 7h30 - 2d 1
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SXX 066S TQ034878

Printing date/Druckdatum: 28.11.1990
Dasa Animal Symptom Duration Int.
Oosls Tles Daver _
Test article/Prifmuster: SXX 0645
female animals / weibliche Tiers
3150 84 enimal died / Tier gestarben 3d -
mg/kg pilaerection / gestriubtes Fell 134 - 2815 2
piloerection / gestriubtes Fell Sh - 3d 2
apathy / Apathie 18 - 3d 3
decreased motility / verminderte Motilitic th3g - 1d 3
staggering gait / taunelnder Gang 1h30 - 14 3
lying on the side / Seitenlage 2d - 2d
Prostration / 8auchlage 2d - 3d
spasmodic state / Verkrampfung 1h30 - 2d 2
labored breathing / erschuerte Atmung 1830 - 3d 3
narrowed palpebral fissure / verengte Lidspalte 1h30 - 3d 2
lacrimation / Tranenfius 2d - 3d 1
Cemporacy rolling over / zelitweise Uberrallen Th30 - 1d
83 piloerection / gestriubtes Fell 9 - 6d 2
apathy / Apathie 9 - 6&d 2
decreased motility / verminderte Motilitit 4h - 1d 3
staggering gait / taumelnder Gang 3 - 1d 3
spasmodic state / Verkrampfung 4h - 1d 2
laborad bresthing / erschwerte Atmung 1h30 - 1d 2
narrowed palpebral fissure / verengte Lidspalte 12 - 3h 2
4000 36 piloerection / gestriubtes Fell 15 - 2d 2
mg/kg aspathy / Apathie 9’ - 4d 2
decressed motility / verminderte Motil{cit Sh - d 1
staggering gait / taumelnder Gang Sh - d 1
4 lsbored breathing / erschuerte Atmung ) 15¢ - 2d 3
narrowed palpebral fissure / verengte Lidspalte 46’ - Sh 2
37 piloerection / gestriubtes Fell 14’ - 3d 2
apathy / Apathie 8" - 4d 2
decressed motility / verminderte Motilitit 2h30 - 3d 2
staggering gait / taumelnder Gang 2h30 - 3d 2
spasmodic state / Verkrampfung 2h30 - 2d 1
labored bresthing / erschwerte Atmung 14’ - 3d 2
narrowed palpebral fissure / verengte Lidspalte 2h30 - 1d 2
38 piloerection / gestriubtes Fell 13’ - d 2
apathy / Apathie 7' - 4d 2
decreased motility / verminderte Motilicst Sh - 2d 1
staggering gaft / taumelnder Gang Sh - 2d 2
spasmodic state / Verkrampfung 6h30 - 1d 1
labored bresthing / erschwerte Atmung &4 - 24 1
narrowed palpebral fissure / verengte Lidspalte ' - 1d 2
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Int.= incensity/Intensitat  l=weak/schwach, 2=moderate/miBig  3xstrong/stark




SXX 0665 T0034878

Printing date/ODruckdatum: 28.11.1990

Oose Animsl Symptom Ouration tnc.
Oosis Tiec Dauer ——

Test article/Prifmuster: SXX 04645

female animals / weibliche Tiere

S - e

4000 39 piloerection / gestriubtes Fell 12* - 3d 2
mg/kg apathy / Apathie 6/ - 5d 2
decreased motility / verminderte Motilitit 2h - 2d 2
staggering gait / taumelnder Gang 2h - 3d 3
spasmodic state / Verkrampfung 2h30 - 2d 2
labored breathing / erschuerte Atmung 12¢ - 2d 2
narrowed palpebral fissure / verengte Lidspalte 437 - 1d 2
40 enimal died / Tier gestorben 3d -

piloerection / gestriubtes Fell s+ - 3d 2
spathy / Apathie S - 3 3
decreased motility / verminderte Motilitat 2h - 1d 3
staggering gait / taumelnder Gang 2h - 1d 3

lying on the side / Seitenlage 2d - 3d
spasmodic state / Verkcampfung ¢h - 1id 2
{abored breathing / erschuerte Atmung 42 - 3d 3
narrowed palpebral fissure / verengte Lidspalte &2’ - 3d 2
4000 71 piloerection / gestriubtes Fell 43 - 2nis 2
mg/kg spathy / Apathie 31r - 2 2
decreased motility / verminderte Motilitit 4h15 - 1d 2
staggering gait / taumeinder Gang th30 - 2d 2
{ spasmodic state / Verkraepfung 2his - 2d 2
labored breathing / erschwerte Atmung 31 - 2d 2
72 spathy / Apathie 14 - 2d 2
N decressed motflity / verminderte Motilitac 53¢ - 2d 2
staggering gait / taumelnder Gang 1h4s - 2d 3
B spasmodic state / Verkrampfung thés - 2d 2
Llabored breathing / erschwerte Atmung 17 - 2d 2
narrowed palpebral fissure / verengte Lidspalte 537 - 3nt5 2
73 piloecection / gestriubtes Fell 157 - &S 2
spathy / Apathie 4' - 3d 2
decreased motil{ty / verminderte Motilitic 1h30 - 2d 2
staggering geit / taumelnder Gang 2h15 - 3d 2
spasmodic state / Verkrampfung 3hiS - 3d 2
labored bresthing / erschwerte Atmung 4 - 2d 2
narraowed palpebral fissure / verengte Lidspelte ih - 3h1s 2

74 onimal died / Tier gestorben 1id -

piloerection / gestriubtes Fell 51 - 3hiS 2
apathy / Apathie 14 - d 2
decreased motility / verminderte Motilitit ih - Sh 2
staggering gait / taumelnder Gang 14’ - Sh 3

lying on the side / Seitenlage Sh - 1d
spasmodic state / Verkrampfung th - 1d 2
labored breathing / erschuerte Atmung 407 - 1d 3
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Int.= intensity/intensitdt 1aweak/schwach, 2smoderate/midig 3astrong/stark




SXX 0665 T0034878

Printing date/Druckdatum: 28.11.1990

Bose Animal Symptom Ouration Int.
Dosis Tlec Daver —
Test article/Prifmuster: SKX 0665 Vartraullch

female animals / weibliche Tiere Cvos far Tlreiny Bavar AD
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400g 75 animal died / Tier gestorben 2d -
mg/kg piloerection / gestriubtes Fell 13/ - 1h30 2
apathy / Apathie 5' - 2
decreased motility / verminderte Motilitit $07 - Sh 2
staggering gait / taumelnder Gang 13’ - Sh 3
lying on the side / Seitenlage Sh - 1id
Prastration / Bauchlage 2d - 2d
spasmodic state / Verkrampfung 50° - 1d 2
labored breathing / erschuwerte Atming S - 2d 3
narrawed palpebral fissure / verengte Lidspalte $0* - 1h30 2
lacrimation / Trinenflus 3h1S - 2d 1
temporary rolling over / zeftweise Uberrallen 1h30 - Sh
$000 56 piloerection / gestriubtes Feil 2d - 7d 2
mg/kg spathy / Apsthie 13 - d 2
decreased motility / verminderte Matilitit 29’ - 3d 3
staggering gait / taumeinder Geng 36’ - 3d 3
spasmodic state / Verkrampfung 2h - 2d 2
labored breathing / erschwerte Atmung 29 - 2d .2
narroued palpebral fissure / verengte Lidspalte 36’ - 3hi1S 2
narrowed palpebral fissure / verengte Lidspalte 6h4s - 1d 2
) lacrimation / Trinenflus 6h4S - 1d 1
57 piloerection / gestriubtes Fell 20 - 7d 2
spathy / Apathie 13 - 7d 2
< decreased motility / verminderte Motflfcit 200 - 2d 2
staggering gait / taumelnder Gang 3hiS - 2d 3
spasmodic state / Verkrasmpfung &hé45 - 2d 2
labaored breathing / erschwerte Atmung 137 - 2d 2
narrowed palpebral fissure / verengte Lidspalte 6h4S - 1d 4
lacrimation / Trinenflus &hé5 - 1d 1
58 snimal died / Tier gestorben 2d -
piloerection / gestriubtes Fell 197 - 2h 2
spathy / Apathie T - 2d 2
{ decressed motility / verminderte Motilitde 12* - 1d 3
staggering geit / taumelnder Gang th - 1d 3
Prostration / Bauchlage 2d - 2d
spasmodic state / Verkrampfung 1h30 - 1d 2
Labared bresthing / erschwerte Atmung 12 - 2d 3
narrowed palpebral fissure / verengte Lidspalte 19 - 2d 4
lacrimation / Trinenflus 2d - 2 1
temporary rolling over / zeitweise Uberrollen 3h30 - 1d
59 enimal died / Tier gestorben 3d -
piloerection / gestriubtes Fell 33/ - 2h 2
apathy / Apathie 104 - 3d 2
decreased motility / verminderte Matilitit 107 - 4h4S 3
staggering gait / taumelnder Gang th - 4h4s 3
lying on the side / Seitenlage Lhés - 3d
spasmodic state / Verkrampfung 1h30 - 1d 2
labored bresthing / erschuerte Atmung 10' - 3d 3
narrowed palpebral fissure / verengte Lidspalte &h4s - 1d 2
contd narrowed palpebral fissure / verengte Lidspalte 3d - 3d 2

Int.= intensity/Intensitdt  1sweak/schwach, 2=moderate/migig 3agtrong/stark




SXX 0665 T0034878

Printing date/Druckdatum: 28.11.199¢

Oose Animal Symptom

Ourstion Int.
Dosis Tiec. Daver .
Test article/Prifmuster: $XX 0645
female enimals / weibliche Tlere
5000 temporary rolling over / zeftweise Uberrallen 3h - 6h4S
mg/kg
cont, “animal died / Tier gestorben d -
piloerection / gestriubcas Fell 33/ - 2h 2
apathy / Apathie 5/ - 2d 2
decreased motility / verminderte Matititit 107 - 6h45 3
staggering gait / taumelnder Gang 2h - 6h4S 3
lying on the side / Seitenlage 6h4S - 2d
spasmodic state / Verkrampfung 2h - 1d 2
labored bresthing / aerschwerte Atmung 10 - 2d 3
narrowed psipebral fissure / verengte Lidspalte 17¢ - 2 2
lecrimation / Trinenflus 2d - 2d 1
temporary ralling over / zeitweise Uberrallen 3n1S - 1d
vartraulich
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Int.= intensity/Intensitit l=weak/schuach, 2=moderate/migig 3sstrong/stare
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SXX 0665 T 0034878

Vortraullch
U el s T M 'la_
11.3 Korpergewichte/Body weights S LT w;,
- ata mer ot BRI |
Mannliche Tiere/male animals s xjs6 AG gasaral
Dosis  Tier Tag /Day Final- Diffe-
mg/kg Nr. gewicht renz =*
Dose Animal 1 - 4 8 15 Final Diffe-
mg/kg No. weight rencex*
100 61 22 30 33 37 37 15
62 23 28 30 33 33 10
63 22 29 32 35 35 13
64 24 31 34 39 39 15
65 24 30 32 36 36 12
MW 23 30 32 36
S 1.0 1.1 1.5 2.2
500 46 21 28 33 37 37 16
47 22 28 31 35 35 13
48 22 27 29 34 34 12
49 22 30 31 35 35 13
S0 21 27 32 38 38 17
MW 22 28 31 36
S 0.5 1.2 1.5 1.6
t
1000 21 23 28 31 33 33 10
22 22+ : 19 -3
) 23 25 31 is 39 39 14
, 24 25 31 33 36 36 11
; 25 25 31 36 37 37 12
MW 24 30 34 36
s 1.4 1.5 2.2 2.5
. 2000 1 19 24 28 30 30 11
2 21 26 28 31 31 10
3 19+ 16 =3
4 22 - 24 30 33 33 11
5 19 20 25 32 32 13
MW 20 24 28 32
S 1.4 2.5 2.1 1.3
MW = Mittelwerte / mean values
S = Standardabweichung / standard deviation
Alle Gewichte in Gramm (g) / all weights in gram (g)
* ==

Differenz Finalgewicht - Anfangsgewicht /
difference final weight - weight at the beginning
Tier gestorben / animal died ,

+
i
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Vartracllen
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22 by, -
Aavrer AQ gsatang et
Mannliche Tiere/male animals

Dosis Tier Tag /Day Final- Diffe-
mg/kg Nr. gewicht renz +*
Dose Animal 1 - 4 8 15 Final Diffe-
mng/kg No. weight rence*
3150 11 20+ 13 -2
12 21+ 18 -3
13 20 16+ 16 -4
14 21+ 18 -3
15 20 20 24 25 25 S
MW 20 18 24 25
S 0.5 2.8 0.0 Q0.0
3150 76 23+ 21 -2
77 23 19+ 19 -4
78 22+ 19 -3
79 22 18+ 18 -4
80 21+ 21 0
MW 22 19
S 0.8 0.7
{
4000 31 24 26 27 33 33 9
S 32 19 22 24 27 27 8
33 24 27 27 33 33 9
34 24 30 34 33 33 9
35 22 25 27 31 31 9
MW 23 26 28 31
S 2.2 2.9 3.7 2.6
4000 66 23+ 18 -5
67 24+ 22 -2
68 24+ 21 -3
69 23 25 29 32 32 9
70 22 20 24 31 31 g9
MW 23 23 27 32
S 0.8 3.5 3.5 0.7

MW = Mittelwerte / mean values
S = Standardabweichung / standard deviation
Alle Gewichte in Gramm (g) / all weights in gram (q)
* = Differenz Finalgewicht - Anfangsgewicht /
difference final weight - weight at the beginning
+ = Tier gestorben / animal died
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Korpergewjchte/Body weights

Mannliche Tiere/male animals

Vertrauflen
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Dosis  Tier Tag /Day Final- Diffe-
mg/kg Nr. gewicht renz =*
Dose Animal 1 4 8 15 22 Final Diffe-
ng/kg No. weight rencex
5000 51 20+ 19 -1
52 21+ 19 -2
53 21+ 19 -2
54 21+
55 22+ 21 -1
MW 21
S 0.7
MW Mittelwerte / mean values

S = Standardabweichung / standard deviation
Alle Gewichte in Gramm (g) / all weights in gram (g)
* = Differenz Finalgewicht - Anfangsgewicht /
difference final weight - weight at the beginning

+ = Tier gestorben / animal died
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Korpergewichte/Body weights ;:;nffaxiff e
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Weibliche Tiere/female animals
Dosis Tier Tag /Day Final- Diffe-
mg/kg Nr. gewicht renz *
Dose Animal 1 ° 4 8 1s Final Diffe-
rng/kg No. weight rence*
100 41 20 24 23 26 26 6
42 18 22 24 25 25 7
43 19 24 24 26 26 7
44 18 22 23 24 24 6
45 18 23 24 25 25 7
MW 19 23 24 25
0.9 1.0 0.5 0.8
1000 26 24 29 30 31 31 7
27 22 26 27 30 30 8
28 23 28 28 30 30 7
29 23 28 28 30 30 7
30 22 25 26 29 29 7
MW 23 27 28 30
S 0.8 1.6 1.5 0.7
2000 6 20 23 26 25 25 5
7 22 25 27 30 30 8
N 8 19 22 26 27 27 8
. 9 21 25 28 30 30 9
10 20+ 18 -2
MW 20 24 27 28
] 1.1 1.5 1.0 2.4
3150 16 20+ 18 -2
17 21 22 25 26 26 5
18 21 21 25 26 26 5
19 20 ° 23 25 26 26 6
20 20 23 25 25 25 S
MW 20 22 25 26
S 0.5 1.0 0.0 0.5
MW Mittelwerte / mean values

S = Standardabweichung / standard deviation

Alle Gewichte in Gramm (g) / all weights in gram (g)
* = Differenz Finalgewicht - Anfangsgewicht /
difference final weight - weight at the beginning

+ = Tier gestorben / animal died

47
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!quumm
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Weibliche Tiere/female animals B3var AG gectanat
Dosis Tier Tag /Day Final- Diffe-
ng/kg Nr. gewicht renz =*
Dose Animal 1 4 8 15 Final Diffe~
mg/kg No. weight rence*
3150 81 22+ 20 -2
82 22+ 20 -2
83 22+ 21 -1
84 22+ 20 -2
85 24 28 29 31 31 7
MW 22 28 29 31
0.9 0.0 0.0 0.0
4000 36 24 24 26 30 30 6
37 23 22 ’ 25 28 28 5
38 23 25 27 28 28 5
39 20 20 24 27 27 7
40 23+ 20 -3
MW 23 23 26 28
S 1.5 2.2 1.3 1.3
{
4000 71 25 26 29 32 32 7
72 24 25 26 28 28 4
4 73 23 25 28 30 30 7
74 22+
75 22+ 19 -3
MW 23 25 28 30
S 1.3 0.6 1.5 2.0
5000 56 19 18 20 28 28 9
57 19 20 22 27 27 8
58 19+ 17 -2
59 18+ 16 -2
60 20+ 18 -2
MW 19 19 21 28
S 0.7 1.4 1.4 0.7
MW = Mittelwerte / mean values
S = Standardabweichung / standard deviation
Alle Gewichte in Gramm (g) / all weights in gram (g)
* = Differenz Finalgewicht - Anfangsgewicht /
difference final weight - weight at the beginning
+ = Tier gestorben / animal died
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11.4 Individual gross pathology findings

Male mice
Dosa | Animal | Time of | Sacrificed | Findings
mg/kg no. death after
100 61 15d n.o.e.
62 15d |n.o.e.
63 15d [n.c.e.
64 15d n.c.e.
65 15d |n.o.e.
500 | 46 15d |n.o.e.
47 15d |n.o.e.
48 15d |n.o.e.
49 15d |n.o.e.
50 15d¢ |n.o.e.
1000 | 21 15d {n.o.e.
22 2d Lungs slightly patchy; stomach and small intes-
tine with red, mucid contents
t 23 15d |n.c.e.
24 15d  {n.o.e.
Y 25 15d {n.o.e.
2000 1 15d |n.o.e.
2 15d |n.o.e.
3 3d Lungs slightly distended; stomach and small
intestine with dark, mucid contents
4 15d |n.o.e.
5 15d |n.c.e.
3150 | 11 ad | Lungs patchy; abdominal organs autolytic, not
evaluable
12 2d Lungs patchy; liver patchy
13 4d Lungs slightly distended; abdominal organs
autolytic, not evaluable
14 2d Lungs slightly patchy, somewhat distended;
kidneys pale; bladder engorged with urine
15 . 16d |n.o.e. .
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Individual gross pathology findings

Male mice
Dose | Animal | Tima of | Sacriticed | Findings
mg/kg no. death after
3150 76 3d Lungs slightly patchy, distended; spleen patchy;
stomach filled with gray-cloudy fluid; small intes-
tine filled with yellow, mucid contents
77 4d Lungs slightly distended; stomach filled with few
litter pellets; small intestine with yellow, mucid
contents; adipose tissue on epididymides red
78 3d Lungs slightly distended; liver slightly patchy:
stomach filled with fluid food paste; small intes-
tine with red, mucid contents; bladder engorged
with urine
79 4d Lungs slightly patchy; stomach empty; intestinal
tract with red, mucid contents; bladder engorged
! with urine
L1 80 2d Lungs distended; stomach filled with gray-white
fluid; bladder engorged with urine
4000 | 31 15d |n.o.e.
32 15d |n.0.e.
33 15d |Liver markedly lobulated, multiple light zones up
to 0.3 x 0.3 cm in size, slightly enlarged
34 15d |n.o.e.
35 15d | Liver markedly lobulated, isolated light zones up
to 0.1 x 0.1 cm in size, slightly enlarged
4000 | 66 3d Lungs patchy; abdominal organs autolytic, not
evaluable
67 2d Lungs patchy; fluid in lungs; liver pale, slightly
patchy
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Individual gross pathology findings

Male mice

Dosa | Animal | Time of | Sacrificed | Findings
mg/kg no. death after

4000 | 68 2d Lungs patchy; liver slightly pale, somewhat
patchy; white-gray, fluid stomach contents

69 15d Liver slightly enlarged, one light zone 0.5 x
0.5 cm in size

70 15d  |Liver slightly enlarged, multiple light zones 0.3 x
0.3 cm in size

5000 51 2d Lungs distended; liver slightly pale; forastomach
with beige, creamy contents; glandular stomach
and intestinal tract empty; bladder engorged
with urine

52 3d Lungs patchy, slightly distended; liver patchy;
t white, fluid stomach contents; bladder engorged
with urine

53 2d Lungs distended; stomach with beige, fluid con-
tents; intestinal tract empty; bladder engorged
with urine

54 1d Lungs patchy to dark red, distended; liver
patchy; bladder engorged with urine

55 2d ) Lungs patchy, distended; liver and kidneys
patchy; stomach filled with gray-cloudy fluid;
bladder engorged with urine

Continued
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Individual gross pathology findings

Female mice

Dosa | Animal | Time of | Sacrificed | Findings
mg/kg no. death after
100 | 41 15d |[n.oc.e.
42 15d |n.o.e.
43 15d n.o.e.
44 15d |n.o.e.
45 15d |n.0.e.
1000 | 26 15d |n.o.e.
27 15d |n.o.e.
28 15d |n.o.e.
29 15d |n.o.e.
30 15d |n.c.e.
2000 6 15d [n.o.e.
7 15d |n.o.e.
- 8 15d |n.o.e.
) 15d |n.o.e.
10 3d Lungs patchy, slightly distended; abdominal
organs autolytic, not evaluable
3150 16 2d Lungs patchy, slightly distended; liver, spleen
and kidneys patchy
17 1i6d |n.o.e.
18 16d |n.o.e.
19 16d |n.o.e.
20 16d |[n.o.e.
3150 81 3d Lungs distended; liver lobulated; glandutar stom-

ach reddened; stomach and small intestine filled
with reddish-clear fluid; bladder engorged with
urine
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Individual gross pathology findings

Female mice

Dose | Animal | Time of | Sacrificed | Findings
mg/kg no. death after
3150 | 82 d | Liver patchy; stomach filled with clear fluid;
small intestine with brownish-mucid contents;
bladder filled with urine

83 2d Lungs patchy; liver patchy; spleen patchy;
white-cloudy stomach contents; intestinal tract
empty

84 3d Lungs distended; liver patchy; spleen patchy;

left kidney small, deformed; stomach filled with
litter pellets, distended; small intestine with red,
mucid contents; bladder engorged with urine

85 15d |Liver slightly enlarged, with isolated light zones
up to approx. 0.2 x 0.2 cm in size, cut surface:
\ pale
4000 4| 36 15d |n.o.e.
37 15d |n.o.e.
38 15d [n.o.e.
39 18d {n.o.e.
40 3d Lungs patchy; stomach contents partly cream
colored
4000 71 15d |n.o.e.
72 15d  |Liver slightly enlarged
73 15d |n.o.e.
74 1d Lungs slightly patchy, distended; liver slightly

patchy; bladder engorged with urine; stomach
filled with gray-white fluid

75 2d Lungs distended; liver slightly pale, patchy

Continued
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Individual gross pathology findings

Female mice

Dosa | Animal | Time ot | Sacrificed | Findings
mg/kg na. death after

5000 | 56 15d |Liver slightly enlarged
57 15d | Liver slightly enlarged
58 2d Lungs patchy; liver and spleen patchy; stomach

filled with gray-cloudy fluid; intestinal tract empty

S9 3d Lungs distended; liver patchy; whitish, cloudy
stomach contents; bladder engorged with urine

60 2d Lungs slightly patchy, distended; stomach with
beige, fluid contents; intestinal tract empty
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11.5. Analytical certificates
11.5.1 Approval

Bayer AG ' June 13, 1990
PF-E/Critical Path Office

Approval of active ingredient sample

Active ingredient sample TOX 2714

Sample : SXX 0665 TECHN.

. . Development no. . 0095497

b Indication . Fungicide

; Batch no. : 17005/89
Origin of sample : PF-P/VE, Leverkusen
Responsible analyst . Dr. Gau
Laboratory : FEA1
Analytical methods . HPLC, external standard
t
Approvals
!

TOX no. Purity, %  until analysis' Comments

2174-00 93.70 19/07/90 19/01/90

2174-01 94.70 13/12/90  13/06/90 Vaerification analysis will be per-
formed, 13/06/90

2174-02 94.0 13/12/90  09/10/90 Verification analysis

sezpace o2 FOR SIGHATURE

(Dr. Grassmader, PF-E/NP)

A sample of the specified formulation/active ingredient is retained.

‘Transtators note: date format dd/mm/yy
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11.5.2 Stability

Bayer AG Monheim
PF-F/CE-RA March 21, 1990
Laboratory Dipl.-ing. Riegner

Animal food analysis

Monheim Crop Protection Center

Bldg. 6610
TREATMENT FORMULATION
STABILITY
Name of active ingredient . ... : SXX 0665
Study number . ............ : T 6034739
Matrix ................... : 1 % aqueous Cremophor
Batchnumber . ............ : 17005/89
Source of samples . ........ : Dr. Holzum
Dateof receipt ............ : February 08, 1990
Type of formulation .. ....... : Suspension
l
Analyst .................. . Mews
s
‘RESULTS

Active ingredient content as percentage

Nominal value of initial a.i. level

in % Storage period in DAYS
0 7
0.1 899.7 97.5
50 98 94.7

Stability verified for SEVEN DAYS.

Riegner Mews seerace &2 romsigmarine

Formulation number: A 1235

0.1 % corresponds to 1 mg/mL; 50 % corresponds to 500 mg/mL

56




SXX 0665 T 0034878

11.5.3 Homogeneity

Bayer AG Monheim
PF-F/CE-RA March 22, 19390
Laboratory Dipl.-Ing. Riegner

Animal food analysis

Monheim Crop Protection Center

Bldg. 6610
TREATMENT FORMULATION
HOMOGENEITY

Name of active ingredient . ... : SXX 0665
Study number . . ........... : T 6034739
Matrix .. .....ov i : 1 % aqueous Cremophor
Batchnumber ............. : 17005/89
Source of samples . ........ : Dr. Holzum
Date of receipt ............ : February 08, 1890
Type of formulation . ........ : Suspension
Analyst A : Mews

)
RESULTS

Active ingredient content as percentage

Nominal value of initial a.i. level

in % Sample no.
1 2 3
0.1 - 839 81.1 86.4

Approved: YES
Relative standard deviation of 12 results for 0.1 % = 7.92 %

Riegner Mews

Formulation number: A 1235 SEE PAGE ___(v"/ FOR SIGMATURE

0.1 % corresponds to 1 mg/mL
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Homogeneity

Bayer AG

PF-F/CE-RA

Laboratory Dipl.-Ing. Riegner
Animal food analysis

Monheim Crop Protection Center
Bidg. 6610

March 28, 19380

TREATMENT FORMULATION

Name of active ingredient . ... :

Study number . ............ :
Matrix . .................. :
Batchnumber ............. :
Source of samples ......... :
: February 08, 1990

Date of receipt ............

Type of formulation . ........ :

RESULTS

HOMOGENEITY

SXX 0665

T 6034739

1 % aqueous Cremophor
17005/89

Dr. Holzum

Suspension

: Mews

Nominal value

Active ingredient content as percentage

of initial a.i. level

in% Sample no.
1 2 3
50 98.6 83.8 85.3

Approved: YES

Relative standard deviation of 12 results for 50 % = 9.99 %

Riegner

Formulation number: A 1235

Mews

SEE PAGE

50 % corresponds to 500 mg/mL

T 0034878

L5 FOR SIGHNATURE
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: 11.5.4._ tt usammensetzung/Composition of diet B
| B vartraullch
| g - avee ¢ [ Bager A0
HPRSRICE TR A A LA S G

g2 aul rit St

Sayer AG cestaltat
ALTROMIN STANDARD DIETS
TOTALLY PATHOGENE FREE TPF?

all
1320 WK%A

Maintenance Diet Rats/Mice

i boral

Rohnihrytollie®

Nutrients®

Aminosuren®
Mg Acids
o~ m——

Hehwpreatelo Crude protein 19,0
Cabrfertt Crude (a1 4,0 Lysine 0.90
Rohifaser Crude fMiure 6,0 Mathivnine 0:]0
Ascha Ash 7.0 Crstine ¢, 10
Wasser Moisture 13,9% Phenylalanine a,80
N-lraie Exirakistaffe Nitrogen-iree extract 50,3 Tyrosine 0,80
Arginine 1,10
2} 2 Histidineg Q.40
Umsetzbare Encrgie” Metabolizabie Encrqy ‘r'ryoln?hanq 0,20
hreonine
Keal/ky Kcalfkg 2.031‘).: I0tewcine :.:
Mifkq Mi/ng . Leucine "30
Vatline 0:90
L 4 H L
Mineraistoflle Minerals Sourenelemente® *
Calcium Calcium 0.9 Jrace elements
Phosphor Phoghorus b —
Magnasiup Magnesium g' ; :‘.‘:?""'7::‘9.“*" 75.0
Materlum Sodium 61 Kupfar € 180,0
Kalium Potassium I.O z;‘ﬂ b coper 13,0
. nk Zlae 70.0
Jod lodine 0.9
i, Fluoe Fluorine 'S:O
T Vitamine®**® Vitaming®*® Standard-Diet Standard-Olet fartified
Vitamin A Vitamin A 15.000,0 U 25.000,0 U
Vitamin 03 Vitamin D, 600,0 iU 1.000,0 U
Vitamin E Vitemin € 79,0 mg 123,0 mg
Vitamin K, Vitamin ‘J 3,0 mg $,0 mg
Vitamin 8‘ Vitamin 0' 16,0 mq 30,0 mg
Vitamin Bz Vitamin Bz 12,0 mg 20,0 mg
Vitamin 85 Vitamin B‘ 9.0 mg 15,0 mg
Vitamin 8, Vitemin 8, 24,0 meg 40,0 mcg
Nikatinsldure Nicatinlc nlld 36,0 mgqg 63,0 mg
Pantothensiure Pantathenic acid 7,0 mg 13,0 mg
Fatulure Follc acid ‘ 2,0 mg 3.0 mg
Qiotin Qiotin 60,0 mcg 100,0 mcg
Cholin Chaline 600,0 mg 1.000,0 mg
Vitamin C Vitamin C 36,0 mg 63,0 mg
- % In der 8iSt (Mittelwert) / avorage % content in the diet

~e

2) berechngt / colculated

mg In { kg DUt (Mittetwert) / average mg content In | kg diet
*%e  Zusatr in 1 kg Didt / additive in | kg diet
1) EG-Emplchiung / EC recommendnd

ALTROMIN Standard-Didten garantieren griite Sicherheit bel Versuchen
ALTROMIN Standard Diets warrant experimantal safety
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- - , I -
1. —_ QUALITATSS UNGSE UNG Vartraulich
S der s ST A2
el Ty RO P L
JENEREDERE i ST E SRR Gar

Prifsubstanz: SXX 0665

il ad Guatailet

Studien-Nr.: T 0034878

Diese Studie wurde durch die Qualitatssicherung zu den unten-
stehenden Terminen uberprift. Die Ergebnisse der Uberprifungen
und Inspektionen wurden dem Versuchsleiter und, wenn notwendig,
auch dem Institutsleiter oder weiteren betroffenen Personen
schriftlich mitgeteilt.

Datum §er ' Datum der Weiterleitung
Uberprufung/Inspektion des Inspektionsberichts
06.06.1990 (Prufplan) 06.06.1990
12.06.1990 12.06.1990

Die Versuchsergebnisse und die Methoden sind im Bericht korrekt
wiedergegeben.

L
Qualitatssicherung
PH-AQif/GLP, Bayer AG

A8.3.94

Datum.2’.5 . 770, Verantwortlich:.......... cececnnas
(Dr. H. Lehn)

SIGNATURE FAGE FOR PAGE ———
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2. __ UNTERSCHRIFTEN

Versuchsleiter:

Abteilungsleiter:

(Dr.W.Flucke)

Vartraulich
€. mun, G Fifina Cugse AL
EN I VLA Cra e

GA2J LUl Ml Shavelagung Ger
avar AG geatanast

---------

ooooooooo

(Datum)

a3

SIGNATURE PAGE FOR PAGE —————
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11.5. __ Analysenzertifikate/Analytical certificates  __
11.5.1. ejgab ova
v.ﬂ_l_-_:'_‘::‘i.-
] E sy B T
syt Gr Toxtkologle e i
::_rg\‘/\g‘ vt LANDWIRTECHAFT iy Bane o
-E/Netzplaastelle . g3 Tl
7 1 6.0KT. 1930 N PN "G gt
Relesse of Active lagredient Sample
Active lagredieat Sample TOX 2714
Sample: SXX 0665 TECHN.
Authau-Nos 009597
ladication: Funglicide
Bawch Naz 17005/89
Origa of sample: PF-PIVE, LEVERXKUSEN
Respoasible Aoalyst: Dr. Gau Laboratary: FEAI
‘Analydcal Methods: (HPLC, EXT. STD.)
Releages; i
TOX-Na. Caotents Released Date of Comment
{ antll Analvsis
271400 93.70 % 19107199 19701190 :
. AT7140! 94.70 < 1311490 13106190 NACHANALYSE WIRD DURCHGEFAHRT, 11490

N 4.0 % 13/12/90  09/10/90  NACHANALYSE

SIGNATURE PAGE FOR PAGE 2. 2.

P R-T YA L
~ gzt i

PRI B
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11.5.2 tabjlitat/stabilit

ERVER A
PF-FsCE-RA

Labor D.{. Riegner
Tierfutteranalyt i

FPrlanZenschut 22entcum Monkew

Ceb.: 2316

Uirkstoffdezeichnung. .. :

Studien-Nuneer.........¢
Matrix. s evnrsaasananoeal
Partienummer. . ..........¢
Herkunfe der Proben....:
Eingangsdactum...ccoo...t
Art der Foraulierung...:

Sachbeardeiter.........¢

o

MULTESUNG

7

T 60 34 739

1% wass. Cremophor
1700339

Br. Holzum

8.2.99

Suspension

Haws

focreim, den J1.3.%0

-uiten
Martrd . . Af
Ao Fimn2 Bars
e e Q3% VTG

—

-rg dar

Jsce ©
3‘"0" AG q3

stattet

ERGEBHISSE :

A
Soltuert In Hirkstoffgehatte
% % voa Solluwert

in

Lagerungszeit (n TAGE
[

?
.
ot 99.7 97.3
{
' S 98 94.7

‘
Stabilicaes ueder 7 TAGE (st gegeden |

'kq.\ﬁ"

Meus

S 6

‘oraul (erungsnuneer : A 1233

SIGNATURE PAGE FOR PAGE

* 0,1% entspricht 1ng/ml
50%  entspricht S00mg/ml
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11.5.3.  Homogenitit/Homogeneity :

BAYER ARG
PF~-F/CE-RA

Labor D. 1. Riejgner
Tierfutteranalytik

@ Hich

et

= T

1.
22

wayor A

!

R t','.:!

Aonrig im,

den 22.3.%8

Plrlanzenschutzzentrum Monhein

Ced.: €619

APPLIKATIONSFORNULIZRUNG

Uirkatoffdezelichnung. ..t

Studien-Munaer.........1t
HatrixXeesieesaseonenanant
Partienuaner, .. cicoeaest
Herkunft der Proben....t
Eingangsdatum. . ... .00t
Art der Foraullerung...!

Sachbeardeiter.. ... c00..1

ERGEBHISSE .

HIHOGENTTRET

3% 8863

T 62 34 739

1% wass. Cremophor
17003789

Br. Holzum

8.2.9%8

Suspensian

Meus

.
. Solluere in Hirkstoffgenatlt (n
% Z vom Sollwert
———— Probe Ne.
t 2 3
-
.2 3.¢ 1.1 86.4

Freigabe ¢t JR

rel. Standardabweichung

Farmuli1erungs <tivemnse A L

uebar 12 Herte fudr .1 Y%

Y : .

st eocane s

Mews

!
IR R

*0,1% entspricht img/ml

N
[
(X

" SIGNATURE PAGE FOR PAGE

r)
Pirman 237

PRS2 Qe
Tnv.eling

fe g.n‘.nlu\
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Homogenitat/Homogeneity

vartraulich

Eluanieir @ar Fir oy Moo AQ

EGR'J:.’..I';-}. Nope il
229 wur M Siniigaiy Qe
davsr A geatattet

BAYER ARG Aontitre, din 25.3.%S
PF ~F/sCE-RR
Labor B.{. Riegner
Tierfutteranalytik
Plflanzenschutzzentrum Monheln
Ceb.: 6619
ATPLIKATIONSFIRMUL IS UNS
HOMOCENITAZY
Uirkstolffbezelichnung.. .2 SKY 9643
Studien-Hunaer.........t 7 &3 34 739
MAatPr(Xccerocacocacosasst 1% wass. Cremophor
Partienummer...........t 17003-89
Herkunfe der Proben....t Dr. HolzZua
Eingangsdatus.......000t 8.2.93
Art der Farmulierung...t Suspension
Sachbeardelter.........}1 Hews
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