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1. QUALITY ASSURANCE STATEMENT

Test substance : SXX 0665
Study no. . T 7034875
This study was monitored by Quality Assurance on the dates given below. The resuits

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
September 25, 1990 (study plan) September 25, 1990
October 09, 1990 October 09, 1990
i
s

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

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

Date: March 18, 1991 ‘ Responsible:

(Dr. H. Lehn)

SEE PAGE <5 ‘& FOR SIGNATUSE
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2. SIGNATURES

Study director:

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

Department manager: March 18, 1991

(Dr. W. Flucke) (Date)

seepacE I3 FOR SIGNATURE

Dr.(8A) Robert Bashe
Translator

April 05, 1999
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3. SuMMARY

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

The study design and technical implementation were based on 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 Animais, Revised Edition, November
1984; Series 81-1: Acute Oral Toxicity Study [2].

LD,,
Ratoa ................... 450 mg/kg b.w. < LD,, < 500 mg/kg b.w.
Rat @ . ... ... ... ....... 632 mg/kg b.w. (approximate)

The test substance was found to be slightly toxic to rats by the acute intraperitoneal
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 ‘or up to the fourth day in the females. The 10 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 intraperitoneal toxicity in the rat was conducted with SXX 0665.

The purpose of this study was to permit estimation of the health hazard potential, and
to compare it with that observed in tests involving the oral and dermal routes of
exposure. This comparison was furthermore intended to provide evidence for high or
low bioavailability in substance administration by the oral and dermal routes. Mareover,
the acute toxic activity profile of a test substance that is poorly absorbed in oral and
dermal exposure can be better determined when the intraperitoneal mode of administra-
tion is employed.

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

5. STUDY IDENTIFICATION AND RESPONSIBILITIES
{

5.1. Study identification
\

Study number : T 7034875
Study period : September - November, 1990

5.2. Responsibilities

Head, Institute of Toxicology-Agrochemicals . . .. . . Dr. L. Machemer
Department manager . .:................... Or. W. Flucke
Study director . .. ... ... ... Dr. F. Krétlinger
Analyses ............ . ... Dr. Gau, Dipl.Ing. K. Riegner
Quality Assurance (management) ............ . Or. H. Lehn
Inspections .. ......... ... .. ... ... ..., .. Dr. H.-P. Schulz
Reportaudit ........................... Dr. P. Andrews
Filingof studydata ........................ Dr. E.A. Lobbecke
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6.1. Test substance

Test substance name :

Manufacturer
Indication
Batch no.
Purity
Approval
Physical state
Appearange
Storage&

Chemical name
(preliminary)

Structural formula

Molecular mass

Empirical formula

6. MATERIAL AND METHODS

SXX 0665

Bayer AG

Fungicide

17005/88

94.0 % (cf. page 52 in annex)

To December 13, 1990

Solid

Beige-brown powder

in laboratory hood at 17.5° - 27.5°C
2-(1-chlorocyclopropyl)-1-(2-chloropheny!)-3-

(1.2,4-triazol-1-yl)-propan-2-ol

Cl
(')H
i
|
N
L1

Cal

312.0 g/mole

C,H,sCL,N,O
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6.2. Experimental animals
6.2.1. Species rationale

SPF-bred Wistar rats of the strain Bor: WISW (SPF-Cpb) from the Winkelmann Experi-
mental Animal Breeders in Borchen, Kreis Paderbomn 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 health of the breed
is monitored and the animals routinely spot-checked for the main specific pathogers.
The results 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 nulliparous and nongravid.

l
6.2.4. Age and body weight

S
At study initiation, the male animals exhibited a mean initial weight of 181 (172 - 190)
grams, and the females of 181 (171 - 190) grams, corresponding to ages of about eight
(males) and 11 weeks (females).

6.3. Experimental animal maintenance
6.3.1. Animal housing

The animals were conventionally kept in Type Hll Makrolon® cages (five to a cage)
during the adaptation period, and in Type Il Makrolon® cages (one animal to a cage)
during the study period [6,9]. Exceptions to this were the 100 mg/kg b.w. dose females,
which were kept in Type lil cages (five to a cage) during the study period; and the
500 mg/kg b.w. dose group males and females, which were only placed into individual
Type |l cages on the second day of the study. The cages were changed at least twice
weekly.

Type S 8/15 low-dust wood peltets 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 results afforded no evidence for an effect on the
study objective.
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6.3.2. Rooms

All animals used in this study were housed in a single animal room. For capacity
reasons, rats used in othar toxicological studies were temporarily accommodated in
the same animal room. Adequate separation and appropriate organization 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 chloride per 100 g; working dilution 2 %, i.e.
20 mL 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 rooml climate in the animal stall was set as follows.

Room té'mperature : 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 tock 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 (cf. Section 6.5.3) and
water wers provided for ad /ibitum consumption.

The nutritive composition (cf. page 56 in the annex for specification) and contaminant
levels in the standard diet were routinely spot-checked by analyses.
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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 (Type Iil cages) or 300 mL (Type
Il cages) were used for animal watering [6,9].

6.4. Study methods
The study design and technical implementation were based on 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 F, Hazard Evaluation: Humans and
Domaestic Animals, Revised Edition, November 1984, Series 81-1: Acute Oral Toxicity
Study (2]

6.5. Study design
6.5.1. Test substance formulation

The test substance was formutated with 1 % v/v Cremophor® EL in physiological saline
solution immediately (less than one 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 53 - 55 in the annex for analytical certificates).

6.5.2. Grouping and identification of experimental animals

The animals were 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 doses of the test substance were intraperitoneally administered to unfasted male
and female rats (five animals from each group) by means of a glass syringe equipped
with an injection needle.

The treatment volume was 10 mUkg body weight.
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 overnight) 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, dig-
ging and grooming movements, cannibalism, etc.

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

‘Respiration To thé 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

t
The recovery period was 14 days.

Y
6.5.4.3 Body weights

The body weights of the rats were determined on day 1 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 not 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 termination
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.
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6.5.5. LD, calculation

If calculation of the mean (median) lethal dose (LDg,) 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 approximate LD, was computed without a statement of the slope or confidence
interval when the rate of mortality was greater than 0 % and less than 100 % in oniy
two of the dose groups being used, and at least one dose caused 0 % or 100 % mortali-
ty. A computer-aided procedure analogous to that employed for the LD, calculation
was used for such estimation.

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 intraperitoneal toxicity in the rat are compiled together
with LD, data in the following Table 1. The LD, piot for the females 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 rats
10.07 0/0/5 -~ -- 0
100.0° 0/5/5 7m - 3h00m - Q
355.0° 0/5/5 4m - 5d - 0
400.0" 0/5/5 5m - 44 - 0
450,0” 0/5/5 7m - 15d - 0
500.0" 3/5/5 ém - 15d id - 6d 60
SCp.O" S/51/5 4m 3d 2d - 3d 100
450 mg/kg b.w. < LD, < 500 mg/kg b.w.
Female rats
10.07 0/0/5 - - 0
100.0 0/5/5 6m - th15m - 0
500.0 1/5/5 6m - 4d 4d 20
800.0 4/5/5 5m - 3d 2d - 3d 80
1000.0 5/5/5 4m - 2d 2d 100
Approximate LD, = 632 mg/kg b.w.

First figure =
Second figure =
Third figure =

number of animals that died
number of animals exhibiting signs
number of animals in the group

" Dose not required for LD,, calculation
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7.2. Clinical findings

Males and females exhibited apathy and labored breathing at 100 mg/kg body weight.
Decreased motility, staggering gait and atony could additionally be observed in the
males. These signs were only determined in the females at higher doses. Piloerection,
poor or no reflexes, lying on the side or prostration, spasmodic state, transient
convulsions, stretched legs and lacrimation were additionally cbserved in both sexes
at higher doses. Narrowed palpebral fissures, soft feces, increased urine excretion, dark
colored urine, emaciation, splayed hind legs, and a dim cornea (in some cases dry as
well) were also seen in isclated cases. Lying on the back and a bloody snout (animal
no. 52); pallor, dacryohemorrhea (red tears), red crusted eyelids and a dim, protruding
comea of the left eye (animal no. 10); and no feces in the cage (animal no. 56) could
be observed in one animal in each case. 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 (except for animal nos. 10 and 58,
which exhibited alterations of the cormea until termination of the reccvery period on
study day 15) or up to the fourth day in the females. Up to the end of the recovery
period, th? comea of the left eye protruded and was dim in animal no. 10, and the
comea was dim in animal no 56. The eye findings mentioned here are assessed as
secondayy effects due to the poor reflexes and lying on the side. The comea dries due
to the lack of eyelid movements in such cases, and superficial damage to the eye can
occur because of the side position.

The 10 mg/kg b.w. dose was tolerated by male and female animals without clinical
signs.

Refer to pages 24 - 28 in the annex for group findings, and to pages 29 - 39 in the
annex for individual animal findings.

7.3. Body weights

An effect on the body weights during the recovery period could be determined in males
at doses of 355 mg/kg b.w. and above, and in females at doses of 500 mg/kg b.w. and
above. In isolated cases, slight weight losses or retardation of body weight gains were

seen in the females at the 10 and 100 mg/kg b.w. doses.

Refer to pages 40 - 43 in the annex for individual and mean figures.

18
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7.4. Gross pathological findings

Animals that died during the recovery period. lungs distended, patchy, occasional fluid
in lungs; light beige or yellow-beige (animal no. 50) deposits up to approx. 0.4 x 1.0
cm in size on the abdominal organs and peritoneum, in isclated cases on the peritone-
um only; liver lobulated, pale, patchy, with scattered light zones up to approx. 0.3 x
0.3 cm in size, cut surface: light (animal no. 21); spleen occasionally patchy, pale or
dark, slightly swollen (animal no. 17); kidneys pale, occasionally patchy; stomach
occasionally distended, filled with dark fluid or some dark, mucid (animal no. 15)
contents or with some food paste (animal no. 9); forestomach engorged with food
(animal no. 7); glandular stomach occasionally with dark mucid, dark fluid (animal
no. 22) or dark (animal no. 25) contents, occasionally with ulcerlike foci; small intestine
occasionally empty or with dark yellow or red (animal no. 7), mucid contents; contents
of cecum occasionally firm, dark (animal no. 7); colon occasionally empty; adipose
tissue on epididymides red (animal no. 7), testes dark violet, cut surface: dark violet
(animal no. 7); bladder filled with dark fluid (animal no. 25), dark urine (animal no. 17},
or engorged with urine (animal no. 19).

Animals Lsacrificed at termination of recovery period: in males at doses of 355 mg/kg
b.w. ang above: spleen in places with whitish surface (animal no. 10); liver: middle and/
or left lateral lobe of liver in places with whitish surface, middle and left lateral lobe
fused to one another (animal no. 56), isolated light zones 0.2 x 0.2 cm in size on left
lateral lobe of the liver, cut surface: liver colored (animal no. 57) or with scattered light
beige zones approx. 0.4 x 0.4 cm in size on the surface, cut surface: liver colored
(animal no. 10), slightly swollen (animal no. 10).

No evidence for test substance related, macroscopically apparent organ damage in
females. '

Refer to pages 44 - 51 in the annex for individual findings at necropsy.
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8. DISCUSSION AND ASSESSMENT

The test substance SXX 0665 was examined for its acute intraperitoneal toxicity to male
and female rats. An LD,, greater than 450 and less than 500 mg/kg b.w. was deter-
mined for male, and an approximate LD,, of 632 mg/kg b.w. for female rats.

The abserved clinical signs (matility and respiratory disturbances, piloerection, atony,
staggering gait, poor or no reflexes, lying on the side or prostration, spasmodic state,
transient convulsions, stretched legs and lacrimation) were 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 fourth day in the
females. The 10 mg/kg b.w. dose was toleratad without clinical signs by male and
female animals.

The test substance SXX 0665 was thus found to be slightly toxic to rats by the acute
intraperitoneal route of administration.

L
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10. KEY TO ABBREVIATIONS'

Kgw/ow. ... ....... body weight
Nr/no. ............ number
Toxikol./toxicol. ... ... toxicological
ob.B/noe ........ no observed effects
Fig. .............. figure
zB. ... for example
etc. ......... ..., et cetera
vorl. ... ... L. preliminary
contd. . ............ continued
cont. ............. continuation
dh. .. ... L. i.e. (German: das heisst)
bzw. . . ... ... ... respectively (example: "Nieren bzw.
Lunge® = “kidney/lung” or "kidney and lung, respectively")
Ca. ... approximately
L
s

Translator's note: 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 somaetimes 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 specified in European
order (dd.mm.yyyy, for example 28.10.1992 for October 28, 1992). in keeping with American usage
and to avoid confusion with the numeral *1°, the unit "liter” was abbraviated *L® in the transiated text.
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11. ANNEX
11.1 LD, Plot
Fig. 1: Acute intraperitoneal toxicity
female rat Std.-Ng.: 77034875
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vartraulich
11.2. CLINICAL FINDINGS / KLINISCHE BEFUNDE -——-——“"“"Ei'“n_um — fiema O AD
£ B;nu:.:;',). "i....r.-J"l. I \.:. [ENEEY
P EIEA L Lottt O
GROUP INCIDENCES / GRUPPENINZIDENZEN ", A

Printing date/Druckdatum: 11.12.199Q

Dose Symptom ' NOA* Duration Int,
Bosis Anz. Dauer

Test article/Prifmuster: SXX 0645

male animals / miannliche Tiere

18 No sbnormal findings / ohne Befund
mg/kg

100 apathy / Apathie 5 7' - 3h 2
mg/kg decreased motility / verminderte Motilitit 2 15¢ - St/ 1
staggering gait / taunelnder Gang 3 7 - 510 2
atony / Schlaffheit 2 10° - 51 1
Labored breathing / erschuerte Atmung 3 8* - 1his 1
355 pilaoerection / gestriubtes Fell 4 5h15 - 4d 2
mg/kg emacjation / Abmagerung 2 4d - 4d 2
apathy / Apathie 5 4 - 5d 3
decreased mot{lity / verminderte Motilitit 4 6’ - 3d 3
poar reflexes / geringe Reflexe 4 1hts - 34 2
stiggering gait / taumelnder Gang 4 9 -« 4h 2
staggering gait / taumelnder Gang 1 3d - 3d 2
lying on the side / Seitenlage 3 4h - 2d
i Prostracion / Bauchlage 2 4h - 2d
atony / Schlaffheit 3 9 - 2d 2
labored breathing / erschuerte Atmung S 4 - 3d 2
soft feces / wefcher Kot 3 19’ - 3d 2
narraowed palpebral fissure / verengte Lidspalte 1 177 - 45°¢ 2
Llacrimation / Trinenflua 1 2d - 2d 1
splayed hind legs / gespreizte hintere Extremititen 2 4h - 24
no reflexes / keine Reflexe 3 4h - 2d
temparary convulsions / zeitweise Zuckungen 1 3h15 - 1d 1
stretched legs / gestreckte Extremititen 3 2h15 - 2d
400 pilcerection / gestriubtes Fell S 2hiS - 4d 2
mg/kg apathy / Apathie b §* - 4d 2
decreased motility / verminderte Motilitdc S 7 - 3d 3
poor reflexes / geringe Reflexe 4 40 - 3d 2
staggering gait / taumeinder Gang S 20t - 3d 3
lying on the side / Seitenlage 1 3h1S - 1d
Prastration / Bauchlage 1 6h30 - 1d
spasmodic state / Verkrampfung 3 1hés - 2d 1
atony / Schlaffheit | 5 207 - 3d 2
labored breathing / erschuerte Atmung S 5¢ - 3d 2
contd soft feces / weicher Kot 2 417 - 2d 2

Int.s intensity/Intensitit Tsweak/schwach, 2=moderate/migig 3astrong/stark
® NCA/Anz. = Number of animals showing symptom / Anzahl der Tiere mit dem Symptom




SXX 0665 T7Q34875

Printing date/Oruckdatum: 08.03.1991

Oose Symptom NOA® Quration Ine,
Oosfis Anz. Oayer
Test article/Prifmuster: SXX 0645 Vertraullch
Py ! N rome
male animals / minnliche Tiere giganum ('?r Firma o= . ~o
Era. 0 Nl rdied el ieMes
Gugo rur Tt sl dae
Gayor AG GO awltial
40Q lacrimation / Trinenflus 1 24 - 2d 1
mg/kg lying on the back / Ruckenlage 1 2h4S - 3hiS
cont. bloody snout / blucige Schnauze 1 3d - 3d 2
splayed hind legs / gespreizte hinters Extremiticen 1 2d - 2d
na reflexes / keine Reflexe 2 2hés - 2d
stretched legs / gestreckte Extremititen 3 1hes - 1d
450 piloerectian / gestriubtes Fell 2 5h30 - S5d 2
mg/kg emaciation /7 Abmagerung 1 Sd - &d 2
spathy / Apathie S 7' - 10d 3
decreased matility / verminderte Macilitac 2 7' - 4&d 3
poor reflexes / geringe Reflexe 2 1h30 - 4h 2
poor reflexes / geringe Reflexe 2 3d - Sd 3
staggering gait / taumelnder Gang 2 T« 2n30 2
lying on the side / Seitenlage 2 2h30 - 24
Prostration / dauchlage 2 & - 3d
spasmodic state / Verkrampfung 2 th30 - 7niS 1t
atony / Schlaffheit 2 117 - 1h4S 2
atony / Schlaffheit 2 5h30 - 2d 2
Labored breathing / erschuerte Atmung 3 7 - S5d 2
s0ft feces / weicher KXot 1 3d - 4&d 2
carnea dim / Hormhaut matt 1 7d - SE 2
cornea dim, dry / Hornhaut matt, tracken 1 5d - &d 2
temporary splayed hind legs / zeitweise gespreizte hintere 1 4d - 4d
Extremiciten
e feces (n the cage / kein Xac im Kifig 1 3d - 3d
splayed hind legs / gespreizte hintere £xtremitdten 1 2d - 2d
no reflexes / keine Reflexe 2 2h30 - 3d¢
; stretohed legs / gestreckte Extremititen 2 th3Q - 7hiS
500 snimal died / Tier gestorben 3 id - &d
mg/kg piloerection / gestriubtes Fell 4 4h4S5 - 11d 2
pallor /7 Blisse 1 Sd - 9d 2
emaciation / Abmagerung 1 6d - 9d 2
spathy / Apathie ] 6 - 11d 3
decreased motility / verminderte Matilitict S 8’ - 1h30 2
decressed motility / verminderte Motilicdée 2 4d - &d 3
poar reflexes / geringe Reflaxe 4 th - 1IR30 2
poor reflexes / geringe Reflexe 1 5d - S5d 2
staggering gait / taumelnder Gang 4 8’ - 1h30 3
lying on the side / Seitenlage 4 th - &d
Prostration / Bauchlage 2 27" - 40’
spasmodic state / Verkrampfung 1 Sd - 6&d 2
atony / Schlaffheit 4 117 - Sd 2.
labared breathing / erschuerte Atmung 5 T - 6d 3
narrowed palpebral fissure / verengte Lidspalte 3 27 - 3h30 2
red tears / rate Trinen 1 &d - 6d 1
left eye: protrusion of the cornea, cornea dim / (inkes Auge: 1 12d - SE
Horrhaut vorgestilpt, mact
1 6d - 11id

contd cornes dim / Hornhaut matt

[nt.= intensity/(ncensicat |sweak/schwach, 2=moderate/midiy  3=strong/stark

* HOA/Anz. = Hurber of animals showing symptom / Anzahl der Tiere mic dem Symptom

SE s Finding present st end af study or at desth of last enimal / Symptom am Studienende oder bei Tod
des letzten Tieres noch varhanden




T703487S
Printing date/Druckdatum: 11.12,199¢
Dose Symptom [Te7%4 Duration Inz.
Oosis Anz. Daver —
Test article/Prifmuster: SXX 0645
male animals / minnliche Tiere
500 cornea dim, dry / Hormhaut mats, trocken 2 Sd - &d
mg/kg red incrusted eyelids / ratverkrustete Augenrinder 1 Sd - 6d
cont. temporary spasmodic state / zeitweise Verkrampfung 1 4d - 4d 2
na reflexes / keine Reflexe 4 1h30 - &d
temporary convulsions / zeitwueise Zuckungen 3 1h - &4héS 1
stretched legs / gestreckte Extremititen 4 th - 1h30
stretched legs / gestreckte Extremititen 2 3n30 - 4héS
800 enimal died / Tier gestarben S 2d - 3d
mg/kg piloerection / gestriubtes Ffell 5 1hé5 - 3d 2
apathy / Apathie S 4" - 3d 2
decreased motility / verminderte Motilitat 5 4 - IhAS 3
poor reflexes / geringe Reflexe 5 12’ - 1h4S 2
staggering gait / taumelnder Cang S &' - 1h&S 2
lying on the side / Seitenlage & thi1s - 2d
Prostration / Bauchlage 1 184S - 3d
spasmodic state / Verkrampfung 4 49 « 3h 2
atony / Schlaffheit S 8 - 3d 2
labored breathing / erschwerte Atmung s 4" - 3d 2
narrowed palpebral fissure / verengte Lidspalte 3 ar - id 2
lacrimation / Trinenflus 5 2d - 3d 1
dark discolored urine / Urin dunkel verfirbe 1 2d - 2d
no r‘eflexes / keine Reflexe S 1héS5 - 3d
temporary cenvulsions / zeitweise Zuckungen 2 497 - 6h4S 1
stretched legs / gestreckte Extremititen s 49’ - 3

\
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Int.= intensity/Intensitat l=weak/schwach, 2=moderate/migig 3=strong/stark
* NOA/Anz. = Nunber of snimals shouinq_ symptom / Anzahi
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SXX 0665 T7034875
Printing date/Oruckdatum: 11.12.1990
Cose . Symptom NOA* Duretion Inc.
Oosls _ Anz. Dauer _—
Test erticle/Prifmuster: SXX 0665
female animals / weibliche Tiere
veraulld
- ase Firicw T3
g oaaum U‘i o, s -
L R e
10 No abnormal findings / chne Befund sine mup M G
mg/kg ;..v" AG gosttist
100 epathy / Apathie 5 6’ - 1h1S 2
mg/kg labored breathing / erschwerte Atmung 3 12/ - 1hiS 1
500 animal died / Tier gestorben 1 4d -
mg/kg piloerection / gestriubtes Fell 2 2h - 4d 2
apathy / Apathie S & - &d 3
decreased motility / verminderte Motilitit 2 6’ - 4&d 3
poor reflexes / geringe Reflexe 2 th - 2d 3
staggering gait / taumelnder Gang 2 &' - 3d 3
lying on the side / Seitenlage 1 2h4S - 1d
spasmodic state / Verkrampfung 1 4d - 4d 2
atony / Schlaffheit 2 12 - 3d 2
labored breathing / erschuerte Atmung 2 &' - 4d 3
increased excretion of urine / vermehrte Urinausscheidung S 2d - 3d 2
narrowed palpebral fissure / verengte Lidspalte 1 1h30 - 4h30 2
splayed hind legs / gespreizte hintere Extremititen 1 2d - 4d
no reflexes / keine Reflexe 1 2h4s - 1d
no reflexes / keine Reflexe 1 3d - 4d
stretched legs / gestreckte Extremititen 1 2h - 4h30
S
800 animal died / Tier gestorben 4 2d - 3d
mg/kg piloerection / gestriubtes Fell 4 51’ - 3d 2
apathy / Apathie S 5 - 3d 2
decreased motility / verminderte Motilitat 4 9 - 2n5 3
poor reflexes / geringe Reflexe 1 S17 - 2h4S 2
staggering gait / taumelnder Gang 4 §7 - 1h4S 2
lying on the side / Seitenlage 3 1héS - 3d
Prostration / Bauchlage 1 IhéS - 3d
spasmodic state / Verkrampfung 4 33 - 6h1S 2
atony / Schlaffheit 4 15 - 3d 2
labored breathing / erschuerte Atmung A S/ - 34 2
narrowed palpebral fissure / verengte Lidspalte 1 1h4S - 2héS 2
lacrimation / Trinenflus 3 2d - 3d 1
dark discalored urine / Urin dunket verfirbe 1 2d - 2d
no reflexes / keine Reflexe 4 me5 - 3d
temparary convulsions / zeitweise Zuckungen 2 53¢ - 1id 2
stretched legs / gestreckte Extremititen 4 33 - 1d
Int.= intensity/Intensitat  taweak/schwach, 2=moderate/miftig Jastrong/stark

* NOA/Anz. = Number of animals showing symptom / Anrzahl der Tiere mit dem Symptom
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SXX 0665 T7034875

Printing date/Druckdatum: 11.12.199g

Dose Symptom NCA® Ouracion {ne.
Dosfis Anz. Daver

Test article/Prifmuster: SXX 0665

female animals / weibliche Tiere

1000 animal died / Tier gestorben 5 2d -
mg/kg pilcersction / gestriubtes Fell 5 Sh1s - 24 2
apathy / Apathie 5 4 - 2
decreased motility / verminderte Motilitit 5 & - 2r1S 3
poor reflexes / geringe Reflexe 4 410 - this 2
staggering gait / tauneinder Gang 5 6’ - 2h15 2
lying on the side / Seitenlage 4 this - 2d
Prostration / Bauchlage 1 1h1s - 2d
atony / Schlaffheit S 8’ - 2d 2
labored breathing / erschuerte Atmung s 4 - 2d 2
lacrimation / Trinenflus 5 2d - 2 1
dark discalored urine / Urin dunkel verfirbt 1 2d - 2d
no reflexes / keine Reflexe S 1h15 - 2d
temparary convulsions / zeitweise Zuckungen 2 52' - 5hi1S 1
stretched legs / gestreckte Extremititen 5 52’ - 5hi15
‘Le__rtraul!ch
sy ot Flites Sarm Oh
s Hia L' R T340
- an:

LN e

G rey Vad fles

Cavaf A gestartel

Int.= intensity/Intensitit  laweak/schwach, 2=moderate/midig 3=strong/stark
* NOA/ANZ. = Number of animals showing symptom / Anzah{ der Tiere mit dem Sympcom




SXX 0665 T7034875

INDIVIDUAL ANIMAL SYMPTOMS / TIERINDIVIDUELLE SYMPTCME

Printing date/Oruckdatum: 11.12.1990

Dose Animal Symptom Ouration {nt.
Dasis Tier Dauer

Test article/Prifmuster: $XX 0665

male animals / minnliche Tiere w

-5roum dor Flema Bapsf AG
: natg ol WU

N G SN L

o V. .
12ty Gt

MO I (R

10 36 No abnarmal findings / ohne Befund Bayar AG goatatiat

mg/kg
37 No abnormal findings / ohne Befund
38 No sbnormal findings / ohne Befund
39 WNo abnarmal findings / ahne Befund
40 No abnormal findings / ohne Befund
100 26 apathy / Apathie 8’ - 3h 2
mg/kg decreased motility / verminderte Motilitic 167 -~ S1¢ 1
staggering gait / taumelnder Gang 8 - 51¢ 1
atony / Schlaffheit 16 - 51 1
Labored breathing / erschwerte Atmung 10’ - 1h1S 1
27 apathy / Apathie 7' - 1hts 2
L staggering gait / taumelnder Gang 7' - S0¢ 1
28 aspathy / Apathie 7¢ - 3h 2
decreased motility / verminderte Motilitat 15¢ - 50¢ 1
\ staggering galt / taumelnder Gang 7t - SQ¢ 2
atony / Schlaffheit 15¢ - 50’ 1
- labored breathing / erschwerte Atmung 9 - this 1
29 apathy / Apathie 8" - this 2
{abored bresthing / erschwerte Atmung 8’ - 1h1s 1
30 apathy / Apathie 7t - 1his 2
355 41 piloerection / gestriubtes Fell Sh1s - 3d 2
mg/kg spathy / Apathie T - 4d 3
decreased motility / verminderte Motilitic 10r - 2d 3
poor reflexes / geringe Reflexe 1h3ad - 2d 2
staggering gait / taumelnder Gang 10* - 4h 2
atony / Schlaffheit 10 - 2d 2
labored breathing / erschwerte Atmung 7 - 2d 2
narrowed palpebral fissure / verengte Lidspalte 17 - 45 2
splayed hind legs / gespreizte hintere Extremititen 4h - 1d

lat.= intensity/Intensitat  laweak/schwach, 2=moderate/mifig 3=strong/stark
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T7034875

Printing date/Oruckdatum: 11.12.1990

Dose Animal Sympcom Ourstion [nt.
Dosfs Tiac. Dauer _—
Test article/Prifmuster: SXX 0665
male animals / minnliche Tiere
355 42 piloerection / gestriubtes Fell Shi15 - 4d 2
mg/kg emaciation / Abmagerung id - 4d 2
apathy / Apathie 8¢ - Sd 2
decreased matility / verminderte Motilitit 67 - 2d 3
poac reflexes / geringe Reflexe 1h1S - 2d 2
staggering gait / taumelnder Cang Q¢ - 3n1s 2
lying on the side / Seitenlage 4h - 1d
stony / Schlaffheit 9’ - 2hiS 2
labored breathing / erschwerte Atmung &' - 2d 2
soft feces / weicher Kot 24 - 24 2
na reflexes / keine Reflexe Lh - d
temporary convulsions / zeitweise Zuckungen 3h15 - 1d 1
stretched legs / gestreckte Extremititen 2h1s - 2d
43  apathy / Apathie 16* - 1his 1
labored breathing / erschwerte Atmung 16’ - 1h1S 1
44 piloerection / gestriubtes Fell Shi15 - 4d 2
emaciation / Abmagerung 4d - 4&d 2
apathy / Apathie 8’ - Sd 2
decreased motility / verminderte Motilitit 15 - 2d 3
poor reflexes / geringe Reflexe this - 2d 2
staggering gait / taumelnder Gang 15¢ « &4h 2
lying on the side / Seitenlage Sh1s - 1d
Prostration / Bauchlage 2d - 2d
atony / Schlatfheit 15 - 4h 2
i labared breathing / erschwerte Atmung 8 - 3d 2
soft feces / weicher Xot 2d - 2d 2
splayed hind legs / gespreizte hintere Extremititen 2d - 2d
no raflexes / keine Reflexe 4h45 - 2d
v stretched legs / gestreckte Extremititen 4h - 1d
45 piloerection / gestriubtes Fell Sh15 - 4&d 2
apathy / Apathie 4’ - Sd 3
decreased motility / verminderte Motilitit 14 - 3d 3
poor reflexes / geringe Reflexe 1h15 - 4h 2
poar reflexes / geringe Reflexe 34 - 3d 2
staggering gait / taumelnder Gang 14 = 4h 2
staggering gait / taumelnder Gang 3d - 3d 2
lying on the side / Seitenlage 2d - 2d
Prostration / Bauchlage &h - 1d
labored breathing / erschwerte Atmung 4" - 3d 2
soft feces / weicher Kot 19/ - 3d 2
lacrimation / Trinenflus 2d - 2d 1
no reflexes / keine Reflexe 4h - 2d
stretched legs / gestreckte Extremititen 2h1s - 2d
Vertrau“_cf_

[nt.= intensity/Intensitat  1aweak/schwach, 2amoderate/minig
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SXX 0665

T7034875

Printing date/Druckdatum: 11.12.1990

Dose Animal Symptom Duraction Int.
Dosis Tiec- Dauer —_—
Vartrauticn
Test srticle/Prifmuster: SXX 0645 —_———
ElZale™ 2ar Fieme Brype Al
male animals / minnliche Tiere Bonu® iy !, Sy G e itn
4333 rLr M. Sl geng om
“evur AQ Lt
400 51 piloerection / gestriubtes Fell 2h15 - 1d 1
mng/kg apathy / Apathie 6’ - 2d 2
decreased motility / verminderte Motilitit 9r - 14 2
staggering gait / taumelncer Gang 237 - 6h4S 2
atony / Schlaftheit 237 - 3h1S 2
labored breathing / erschuerte Atmung 6" - 2d 2
soft feces / weicher Kot 41 - 1d 2
52 piloerection / gestriubtes Fell 2d - 4d 2
apathy / Apathie St - 4d 2
decreased motility / verminderte Motilftit 8 - 3d 3
poor reflexes / geringe Reflexe 407 - 2h&S 2
pocr reflexes / geringe Reflexe 3¢ - 3d 2
staggering gait / taumelnder Gang 22¢ - 1héS 2
staggering gait / taumelnder Gang 3d - 3d 2
lying on the side / Seitenlage 3h1S - 1d
spasmodic state / Verkrampfung thés - 2d 1
atony / Schlaftheit 22 - 34 2
labored breathing / erschwerte Atmung ¢ - 34 2
soft feces / weicher Xat 2d - 2d 2
lacrimation / Trinenflus ¢ - 2d 1
lying on the back / Rickenlage 2h4S - 3h1S
bloody snout / blutige Schnauze 3d - 3d 2
splayed hind legs / gespreizte hintere Extremititen 2d - 2d
no reflexes / keine Reflexe 2h45 - 2d
stretched legs / gestreckte Extremititen 1S - 1d
i
53 piloerection / gestriubtes Fell d- 2d 1
spathy / Apathie 7 - 3d 2
decreased motility / verminderte Mot{litit 7 - 2d 3
\ poor reflexes / geringe Reflexe 1his - 2d 2
staggering gait / taumelnder Gang 21 - 2d 3
Prostration / Bauchlage 6h30 - 1d
atony / Schlaffheit 217 - id 2
labored bresthing / erschwerte Atmung 7 - 2d 2
546 piloerection / gestriubtes Fell 2d - 3d 2
apathy / Apathie 7 - 4 2
decreased motility / verminderte Motflitit 10° - 3d 3
poor reflexes / geringe Reflexe ™S - 2d 2
staggering gait / taumelnder Cang 21 - 2d 3
spssmodic state / Verkrampfung 6h30 - 1d 1
atony / Schisffheit 21’ - Sh3o 2
labored breathing / erschwerte Atmung 7 - 2d 2
no reflexes / keine Reflexe &6h30 - 1d
stretched legs / gestreckte Extremititen $h30 - 1d
55 piloerection / gestriubtes Fell 2d - 3d 2
spathy / Apathie 9 - 3d 2
decreased motility / verminderte Motilitic 9 - 2d 3
poor reflexes / geringe Reflexe 3n15 - 2d 2
staggering gait / taumelnder Gang 200 - 2d 3
spasmodic state / Verkrampfung 2815 - 1d 1
ateny / Schiaffheit 20¢ - 2hiS 2
labored breathing / erschuerte Atmung 9 - 2d 2
stretched legs / gestreckte Extremititen 2h1S - 6h30

Int.= intensity/Intensitit  lsweak/schwach, Z’-modgrate/m'iulg 3astrong/stark
SE = Finding still present at necropsy / Symptom bei

Sektion noch vorhsnden




SXX 0665 T7034875

Printing date/Oruckdatum: 08.03.199}%

Oose Animal Symptom Duration Ing.
ODosfs Tiec Dauer —

Test article/Prifmuster: SXX 0665

male animals / minnliche Tiere

450 56 piloerectian / gestriubtes Fell Sh3Q - 5d 2
mg/kg emaciation / Abmagerung 5d - 6&d 2
apathy / Apathie 7' - 10d 3
decreased motility / verminderte Motilitit 7r - 230 3
paor reflexes / geringe Reflexe 1h30 - 2hn30 2
poor reflexes / geringe Reflexe 4d - Sd 2 '
staggering gait / taumelnder Gang 7/ - 2h30 2
Llying on the side / Seitenlage 2h30 - Sh30
Prostration / 8auchlage Sh30 - 3d
spasmodic state / Verkrampfung 1h30 - S5h30 1
atony / Schlaffheit 11 - 1h30 2
atony / Schlaffheit Sh3gd - 2d 2
labored breathing / erschwerte Atmung 7' - 5d 2
cornea dim / Hornhaut matt 7d - SE 2
cornes dim, dry / Hornhaut matt, trocken Sd - &d 2
temporary splayed hind legs / zeitweise gespreizte hintere 4d - 4d
Extremititen
no feces in the cage / kein Kot im Kifig 3d - 3d
no reflexes / keine Reflexe 2h30 - 3d
stretched legs / gestreckte Extremititen Th30 - Sh30
37 piloerection / gestriubtes Fell $h30 - 4d 2
apathy / Apathie 7* - 5d 3
decreased motility / verminderte Matilitat 117 -« &d 3
poor reflexes / geringe Reflexe 1h4S -~ &h 2
poor reflexes / geringe Reflexe 3d - 3d 3
t staggering gait / taumeinder Gang 11 - 2830 2
lying on the side / Seitenlage 5h30 - 2d
Prostration / Bauchlage 4h - 5h30
. spasmodic state / Verkrampfung : 1845 - 7niS 1
* atony / Schlaffheit 15’ - 1h4S 2
atony / Schlaffheit 7hi5 - 2d 2
{abored breathing / erschwerte Atmung 7' - 4d 2
soft feces / weicher Xot 3¢ - 4d 2
splayed hind legs / gespreizte hintere Extremititen 2d - 2d
no reflexes / keine Reflexe 4h - 2
stretched legs / gestreckte Extremititen . 1hs5 - 7his
58 apathy / Apathie 141 « 4h 2
labored breathing / erschuerte Atmung 16’ - 2h30 1
59 apathy / Apathie 9’ - 4h 2
60 apathy / Apathie ° - 9’ - 4h 2
yartraullch
=TT, mema Bayar AG
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Int.= intensity/Intensitit  lsweak/schwach, 2=moderate/midigq 3=strong/stark
SE = Finding still present at necropsy / Symptom bei Sektion noch vorhanden
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Printing date/Druckcatum: 11.12.1950

Dose Animal Symptom Duration Int.
Dosis Ties- Dauer —_—
Test article/Prufmuster: SXX 0645 w
¢ -..n mar Flima Bayar AC
male animals / mirnliche Tiere Tl ‘ S P ST R Al
L . ..' WL TeT e G AT
ot AG Qe iniaat
500 6 apathy / Apathie 9 - 1R3C 2
mg/kg decreased motility / verminderte Motititit 14 - 1h 2
labored breathing / erschuerte Atmung 14 - 1h30 1
7 animal died / Tier gestorben 6d -
piloerection / gestriubtes Fell 4h4S - 6&d 2
apathy / Apathie 9 - &d 3
decreased motility / verminderte Motilitat 4" - th30 2
decreased motility / verminderze Wotilitit 5d - Sd 3
poor reflexes / geringe Reflexe th - th3g 2
staggering gait / taumelnder Gang 9’ - 1h3Q 3
lying on the side / Seitenlage 1h30 - &d
spasmodic state / Verkrampfung Sd - éd 2
atony / Schlaffheit 12 - sd 2
labored breathing / erschwerte Atmung 1% -« &d 3
narrowed palpebral fissure / verengte Lidspalte 1h30 - 3h30 2
cornea dim, dry / Hornhaut matt, trocken Sd - 6d
no reflexes / keine Reflexe 1h30 - 6d
temporary convuisions / reitueise Zuckungen 30 - 2n30 1
stretched legs / gestreckte Extremititen 1h - 1h30
8 animal died / Tier gestarben “d -
piloerection / gestriubtes fell 4h4S - 4&d 2
apathy / Apathie 8 - 4d 3
decreased motility / verminderte Motilitit 8 - 1h 2
poar reflexes / geringe Reflexe th - th3s 2
{ Staggering gait / taumelnder Gang ar - 1h 3
lying on the side / Seitentage th - 4d
Prostration / Bauchlage 29¢ - 40
atony / Schlaffheit 13 - 3d 2
4 labored breathing / erschwerte Atmung 8 - 4d 2
narrowed palpebral fissure / verengte Lidspalte 297 - 40r 2
temporary spasmodic state / zeitweise Verkrampfung 4d - 4d 2
no reflexes / keine Reflexe 1h30 - 4d
temporary convulsions / zeitweise Zuckungen 2030 - 4héS 1
stretched legs / gestreckte Extremitaten th - 1h30
stretched legs / gestreckte Extremititen 3R30 - 4h4S
9 eanimal died / Tier gestorben id -
piloerection / gestriubtes Fell 4hé5 - 1d 2
apathy / Apethie T - d 2
decreased motility / verminderte Motilitit 12 - 130 2
poor reflexes / geringe Reflexe Th - 1h30 2
staggering gait /. taume{nder Gang 12" - 1h30 3
lying on the side / Seitenlage 1830 - 1d
atony / Schlasffheit 12 - 1d 2
labored breathing / erschuerte Atmung 7' - d 2
no reflexes / keine Reflexe 1h30 - 1d
stretched legs / gestreckte Extremititen th - 1h30

Int.= intensity/Intensitat
SE = Finding still present

1=ueak/schwach, 2=moderate/migig 3astrong/stark
ot necropsy / Symptom bei Sektion noch varhanden




SXX 0665

T7034875

Printing date/Druckdatum: 08.03.1991

Dase Animal Symptom Ouration Int.
Dosis Tlac. Daver —
) 2rtra.
Test articlesPrifmuster: SXX 0665 ‘b_'lf.f_'f.‘l“.
. o . €.~utum dr Firma Bayer AT
male animals / mannliche Tiere Gt g, Viraericna o4 P al e
cuso cur mit Eimwiniund @
cayir AQ goatalite!
500 10 piloerection / gestriubtes Fell 4h45 - 11d P4

mg/kg pallor 7/ Blisse sd - 9d 2
emaciation / Abmagerung 6d - 9d 2
apacthy / Apathie &' - 1id 3
decreased motility / verminderte Motilitar 114 -« 1h30 2
decreased motility / verminderte Motilltit 4d - 6d 3
poar reflexes / geringe Reflexe th - th3s 2
poor reflexes / geringe Reflexe Sd - 5d 2
staggering gait / taumelnder Gang 11 - th30 2
{ying on the side / Seitenlage 1h30 - 3d
Prostration / Bauchlage 27 - 38¢
atony / Schlaffheit 11 - &d 2
labored breathing / erschwerte Atmung 117 - 6d 2
narrowed palpebral fissure / verengte Lidspalte 27 - 38 2
red tears / rote Trinen . 6d - 6d 1
left eye: protrusion of the cornea, cornea dim / linkes Auge: 124 - SE
Hornhaut vorgestilpt, matt
cornea dim / Hornhaut mact 6d - 11d
cornea dim, dry / Nornhaut matt, trocken Sd - &d
red incrusted eyelids / rotverkrustete Augenrinder 5d - &d
no reflexes / keine Reflexe 1th30 - 4d
temporary convulsions / zeitweise Zuckungen th - 2”iS 1
stretched legs / gestreckte Extremititen th - 1h30
stretched legs / gestreckte Extremititen 3h30 - 4h4S

L
800 16 animal died / Tier gestorben 2d -

mg/kyg piloerection / gestriubtes Fell 145 - 2d 2
spathy / Apathie 4r - 2d 2
decressed motility / verminderte Motilitit 4" - &S 3
poor reflexes / geringe Reflexe 137 - 1h4S 2
staggering gait / taunelnder Gang 4 - 1h4S 2
lying on the side / Seitenlage 1h4S - 2d
spasmodic state / Verkrampfung 1hes - 3k 1
atony / Schlaffheit 8 - 2d 2
Labored breathing / erschwerte Atmung 4t - 2d 2
narrowed palpebral fissure / verengte Lidspalte 8r - 1hés 2
lacrimation / Trénenfluf 2d - 2d 1
no reflexes / keine Reflexe thdS - 2d
stretched legs / gestreckte Extremititen 1h4eS - 3h

17 animal died / Tier gestorben 2d -

piloerection / gestriubtes Fell 2d - 2d 2
spathy / Apathie 8¢ - 2d 2
decressed motility / verminderte Motilitit S/ - th&S 3
poor reflexes / geringe Reflexe 26’ - 1h4S 2
staggering gait / taumelnder Gang 5¢ « 1hlS 2
lying on the side / Seitenlage 145 - 2d
spasmodic state / Verkrampfung 1h1S - 1K4S 1
atorry / Schlaffheit 12 - 2d 2
Labored breathing / erschwerte Atmung §r . 2d 2
narrowed palpebral fissure / verengte Lidspalte 1S - 1h4S 2
lacrimation / Trinenflus 2d - 2d 1
dark discolored urine /7 Urin dunkel vecrfirbt 2d - 2d

cantd no reflexes / keine Reflexe 1héS - 2d

Int.= intensity/intensitat laveak/schwach, 2=moderate/mifig 3sstrong/stark

SE = Finding still present at necropsy / Symptom bei Sektion noch vorhanden
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Printing date/Druckdatum: 11.12.19¢0

Dase  Animal Symptom Suration fne,
Dosis Tiac. Dauer —
Test article/Prifmuster: SXX 0645
male animals / midnnliche Tiere
800 stretched legs / gestreckte Extremititen Th1S - 1h4S
mg/kg )
cont. 18 enimal died / Tier gestorben 2d -
piloerection / gestraubtes Fell 6h45 - 2d 2
apathy / Apathie S - 2¢ 2
decreased motility / verminderte Motilitat 7' - 1his 3
poor reflexes / geringe Reflexe 12¢ - 145 2
staggering gait / taumeinder Gang 7 - 49 2
lying on the side / Seitenlage 1h15 - 2d
spasmodic state / Verkrampfung 497 - thés 2
atony / Schlaffheit 7 - 24 2
labaored breathing / erschwerte Atmung 7r - 2d 2
narrowed palpebral fissure / verengte Lidspalte 12° - id 2
lacrimation / Trinenflug 2d - 2d 1
no reflexes / keine Reflexe 1h&S - 2d
temparary convulsions / zeitweise Zuckungen 49 - Th4S 1t
stretched legs / gestreckte Extremititen a9 - 3h
19 animal died / Tier gestorben 2d -
piloerection / gestriaubtes Fell 6h4S - 2d 2
apathy / Apathie L& - 2 2
decreased motility / verminderte Motilitit & - KIS 3
poor reflexes / geringe Reflexe 370 - 1S 2
staggering gait / taumelnder Gang & - this 2
lying on the side / Seitenlage this - 2d
atony / Schlaffheit &4 - 2d 2
i labored breathing / erschwerte Atmung 4 - 2d 2
lacrimation / Trinenflus 2d - 2d 1
no reflexes / keine Reflexe 1hes - 2d
\ stretched legs / gestreckte Extremitiéten 1hi1S -  1h&S
20 snimal died / Tier gestorben 3d -
piloerection / gestriubtes Fell 2d - 3d 2
apathy / Apathie &' - 3d 2
decreased motility / verminderte Motilitdt & - 1hé5 3
poor reflexes / geringe Reflexe 37" - 1héS 2
staggering gait / taumelnder Gang 6 - 1héS 2
Prostration / Sauchlage 1hés - 3d
spasmodic state / Verkrampfung 1h1S -  1h4S 1
storyy / Schiaffheit 6" - 3d 2
labored bresthing / erschuerte Atmung 4 - 3d 2
lacrimation / Trinenflus 2d - 3d 1
nc reflexes / keine Reflexe 1h6S - 3d
temporery convulsions / zeitweise Zuckungen 3h - 6&h4S 1
stretched leags / gestreckte Extremititen N1S = 1héS
€icamium dur Frenn Bal s b g
Esagrmuer, W . "
gaba nur G

Int.» {ntensity/[ntensitat 1=ueak/schuach, 2=moderate/misig

Bayer AQ cestaltat

Jastrong/stark
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Printing date/Druckdatum: 11.12.1990

Cose Animal Symptom Ouration Int.
Oosis Tiac. Dauer —

Test article/Prifmuster: SXX 0645
Vm!rauudt
hbidSdatee g

female animals / weibliche Tiere o g AT3
- e F1 e BEYS
gimaelm B v, GIOF LRt

e PR

Bt , -

259 nur [T ARSIl LA

Nllg 31 No rmal findings / ohne Sefund j‘m‘a' s
32 No abnormal findings / ohne Befund

33 No abnormal findings / ohne Befund
34 No abnormal findings / ohne Befund

35 No abnormal findings / ohne 8efund

100 1 aspathy / Apathie i 10° - 1hiS 2
mg/kg labored breathing / erschuerte Atmung 130 - 42/ 1
- 2 apathy / Apathie 9’ - 1h1s 2
labored breathing / erschwerte Atmung 127 - 1h1S 1
3 apathy / Apathie 8’ - 1hisS 2
4 apathy / Apathie 7' - 1his 2
S apathy / Apathie &' - this 2
labored breathing / erschuerte Atmung 23 - 387 1

t

A\ :

500 11 aspathy / Apathie 15/ - this 2
. mg/kg spachy / Apathiae 4h4S - 6h45 2
increased excretfon of urine / vermehrte Urinausscheidung 2d - 3d 2
12 apathy / Apathie 15/ - K15 2
increased excretion aof urine / vermehrte Urinausscheidung 2d - 3d 2
13 piloerection / gestriubtes Fell eh - 3d 2
apathy / Apathle 6 - 3d 3
decreased motility / verminderte Motilitit & - 3d 3
poor reflexes / geringe Reflexe 2d - 24 2
staggering gait / taumelnder Gang & - 3d 2
atony / Schiaftheit 12 - 3d 2
labored breathing / erschwerte Atmung 6 - 2d 2
increased excretion of urine / vermehrte Urinausscheidung 2d - 3d 2
14 apathy / Apathie 13’ - 1th 2
increased excretion of urine / vermehrte Urinausscheidung - 2d - 3d 2

[nt.= intensity/Intensitdt  lsweak/schwach, 2=moderate/mi8ig 3=strong/stark
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Printing date/Oruckdatum: 11.12.1990

Dose Animal Symptom Quration [nc.
Dosis Tiec Dauer —

Test article/Prifmuster: SXX 0663

female animals / weibliche Tiere

500 15 animat died / Tier gestorben 4d -
mg/kg pilaerection / gestriubtes Fell 6h4s - 4d 2
apathy / Apathie 10 - 4&d 3
decreased motility / verminderte Motilitit 10’ - &4d 3
poor reflexes / geringe Reflexe th - 2d 3
staggering gait / taumelnder Gang 10 - 2n4S 3
lying on the side / Seitenlage 2h4S - 1d
spasmodic state / Verkrampfung 4d - 4d 2
atony / Schlaffheit 15’ - th30 2
atony / Schiaffheit 4h30 - 3d 2
labored breathing / erschwerte Atmung 10’ - 4d 3
increased excretion of urine / vermehrte Urinausscheidung 2d - 3d 2
narrowed palpebral fissure / verengte Lidspalte 1h30 - &4h30 2
splayed hind legs / gespreizte hintere Extremiticen 2d - &d
na reflexes / keine Reflexe 2hé5 - 1d
no reflexes / keine Reflexe 3d - &d
stretched legs / gestreckte Extremititen 2h - 4h3Q
200 21 animal died / Tier gestorben 3d -
ag/kg piloerection / gestriubtes fell th4s - 3d 2
apathy / Apathie 8’ - 3d 2
decreased motility / verminderte Maotilitdt 122 - 1heS 3
{ staggering gait / taumeinder Gang . 127 - 54¢ 2
Prostration / 8auchlage 1h4S - 3d
spasmodic state / Verkrampfung 547 - NS 1
atony / Schtaffheit 18’ - 3d 2
4 labored breathing / erschwerte Atmung 8 - 3d 2
narrowed palpebral fissure / verengte Lidspalte 1ha5 - 2h45 2
- tacrimation / Trinenflun 2d - 3d 1
no reflexes / keine Reflexe 1hés - 3d
stretched legs / gestreckte Extremititen S547 - 1h4S
22 animal died / Tier gestorben 3d -
pilaerection / gestriubtes Fell 2h4S - 3d 2
apathy / Apathie 7t - 3d 2
decreased matility / verminderte Matilitit 117 = WS 3
staggering gait / taumelnder Gang 11 - 53¢ 2
lying on the side / Seitenlage thés - 3d
spasmodic state / Verkrampfung 537 - 2h45 1
atony / Schlaffkeit 2 - 3d 2
labored breathing / erschwerte Atmung 7r - 3d 2
lacrimation / Trinenflus 2d - 3d 1
no reflexes / keine Reflexe th4s - 3d
temporary convulsions / zeitweise Zuckungen 537 - 2h65 1
stretched legs / gestreckte Extremititen §34 - 2h4S
syertraulich
:-:-M—\ cur Firma T3 PO e,
[ o e QAT T
3 .,_~r;;, -

Int.= intensity/Intensitat 1suweak/schwach, 2@moderate/miBig 3astrong/stark
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Printing date/Druckdatum: 11.12.1990

Dose Animal Symptom . Suration tnec.
Cosis Tier. Daver  —

Test article/Prifmuster: SXX 06465

female animals / weibliche Tiere

\ 800 23 animal died / Tier gestorben 3d -
: mg/kg piloerection / gestriubtes Fell 1hés - 3d 2
: spathy / Apathie 10 - 3d 2
decreased matility / verminderte Matilitic 167 - 1h45 3
staggering gait / taumelnder Gang 107 - 33/ 2
" lying on the side / Seitenlage 1h65 - 3d
spasmodic state / Verkrampfung 337 - 1h4S 2
atony / Schlaffheit 16 - 3d 2
labored breathing / erschuerte Atmung 19 - 3d 2
lacrimation / Trinenflun 2d - 3d 1
no reflexes / keine Reflexe thas - 3d
stretched legs / gestrackte Extremititen 337 -« 2h4S
26 aspathy / Apathie 107 - 1h4S 2
25 animal died / Tier gestorben 2d -
piloerection / gestriubtes Fell S1¢ -  1h4S 2
piloerection / gestraubtes Fell 4h15 - 2d 2
apathy / Apathie 5’ - 2 2
decreased motility / verminderte Matilitac 9r - 2neS 3
poor reflexes / geringe Reflexe S1r - 2h4S 2
staggering gait / taumelnder Gang 5/ - 1h4S 2
lying on the side / Seitenlage 2hés - 2d
spasmodic state / Verkrampfung 1h4S - 6h15 2
etony / Schiaffheit 15’ - 1h4S 2
Labored breathing / erschuerte Atmung Sr . 2d 2
t  dark discolored urine / Urin dunkel verfirbt 2d - 2
no reflexes / keine Reflexe 284S - 2d
temporary convulsions / zeitweise Zuckungen 1hés - d 2
\ stretched legs / gestreckte Extremititen 1h4s - 1d
1000 46 animal died / Tier gestorben 2d -
mg/kg piloerection / gestriubtes Fell 2d - 2d 2
spathy / Apathie 4’ - 2d 2
decreased motility / verminderte Motilitit 19’ - vt 3
poor reflexes / geringe Reflexe 437 - th1s 2
staggering gait / taumelnder Gang 9 - M5 2
lying on the gside / Seitenlage 1h1s - 2d
atony / Schlaffheit 15 - 52° 2
atony / Schlaffheit Shig - 2d 2
labored breathing / erschwerte Atmung 6 - 24 2
tacrimation / Trinenflud 24 - 2d 1
no reflexes / keine Reflexe 1h15 - 2d
stretched legs / gestreckte Extremititen $2¢ - 5h1S
Vertraullah
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(nt.3 intensity/intensitat Taweak/schwach, 2=moderate/mifig 3=strong/stark
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Printing date/Druckdatum: 11.12.1990

Dose Animal Symptom Ouration {nt.
Dogis Tiee Dayer -_

Test article/Prifmugter: SXX 0645

female animals / weibliche Tiere

1303 47 animal died / Tier gestorben 2d -
mq/kg pilaerection / gestriubtes fell Shis - 2d 2
apathy / Apathie 6’ - 2d 2
decreased motility / verminderte Motiljtit &' -~ 1h1S 3
staggering gait / taumelnder Gang 6 - 1his 2
lyfng on the side / Seitenlage 1h1s -~ 24
atony / Schlaffheit 9’ - 52¢ 2
atony / Schlaffheit Sh1s - 2d 2
labored breathing / erschuerte AZmung 6' - .2d 2
lacrimation / Trinenflud 2d - 24 1
dark discalored urine / Urin dunkel verfirbt 2d - 2d
no reflexes / keine Reflexe This - 2d
temporary convulsions / zeictweise Zuckungen 52¢ - S5his 1
stretched legs / gestreckfe Extremititen 52+ - 5h1S
48 animal died / Tier gestorben 24 -
piloerection / gestriubtes Fell 2d - 2d 2
spathy / Apathie 5’ - 2d 2
decreased motility / verminderte Motilitit 8 - 2n5 3
poor reflexes / geringe Reflexe 42 - 1N1S 2
staggering gait / taumelnder Gang g - 2h1S 2
lying on the side / Seitenlage 2hi15 - 2d
atony / Schlaffheit 8’ - tis 2
atony / Schlaffheit Shis - 2d 2
labared breathing / erschwerte Atmung S - 2d 2
lacrimation / Tranenflus 2d - 24 1
' no reflexes / keine Reflexe 115 - 2d
temporary convulsions / zeitweise Zuckungen 2h1S - Shis t
stretched legs / gestreckte ExtremiCaten 2h15 - Shis
\'69 animal died / Tier gestorben 2d -
piloerection / gestriubtes Fell 2d - 2d 2
apathy / Apathie : 5/ - 2 2
decreased matility / verminderte Motilitic 8 - s 3
pocr reflexes / geringe Reflexe &2 - 1h1S 2
staggering gait / taumelnder Gang 8 - 1this 2
Prostration / Bauchlage 1h15 - 2d
atony / Schlaftheit 14 - 2d 2
labored breathing / erschwerte Atmung 5+ - 2d 2
lacrimation / Trinenflug 2d - 2d 1
no reflexes / keine Reflexe this - 2d
stretched legs / gestreckte Extremititen 1h15 - 5hi15
50 animal died / Tier gestorben 2d -
piloerection / gestriubtes fell &héS - 2d 2
apathy / Apathie 4 - 2d 2
decreased motility / verminderte Motilitit 7' - this 3
poor reflexes / geringe Reflexe 417 - 1his 2
staggering gait / taumelnder Gang 7' -~ 1h1S 2
lying on the side / Seitenlage 1h15 - 2d
atony / Schlaffheit 23/ - 2d 2
labored breathing / erschuerte Atmung 4’ - 2d 2
lacrimation / Trinentlus 2d - 2d 1
no reflexes / keine Reflexe this - 2d
stretched legs / gestreckte Extremititen 1815 - _Shis
yvertraullch
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[nt.= intensity/Intensitat 1sweak/schuach, 2=moderate/miBig 3=scrong/stark
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Vartraullon

Bamusong, Voo

11.3 __  FKorpergewichte/Body weights Qa2 fur M Easee uy e

Buvar AQ guiisitel

Eizymium dar Fit.ue Bape. A

Mannliche Tiere/male animals

Dosis Tier Tag /Day Final- Diffe-

mg/kg Nr. ' gewicht renz *
Dose Animal 1 4 8 15 Final Diffe-
mg/kg No. weight rencex*
10 3e 180 151 208 238 238 S8
37 181 194 212 242 242 61
38 178 193 210 235 235 S7
39 182 197 214 239 239 57
40 175 187 204 233 233 58
MW 179 : 192 210 237
S 2.8 3.7 3.8 3.5
100 26 185 ° 197 211 234 234 49
27 187 197 208 232 232 45
28 184 191 202 219 219 35
29 188 200 218 240 240 52
30 186 193 205 220 220 34
MW 186 196 209 229
S 1.6 3.6 6.1 9.2
355 41 182 170 191 225 225 43
) 42 178 132 170 209 209 31
Y 43 184 197 207 233 233 49
. 44 178 152 169 208 208 30
45 181 162 184 217 217 36
MW 181 163 184 218
S 2.6 23.9 15.8 10.7
400 S1 172 170 193 232 232 60
52 174 155 188 234 234 60
53 173 167 198 249 249 76
54 172 ° 164 194 243 243 71
55 174 166 194 237 237 63
MW 173 164 193 239
S 1.0 5.7 3.6 7.0

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
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Vartraglicn
Goripam dxr Flrne Bager AQ
I R S S LR ATPIRLEN 41 W
Korpergewichte/Body weights Al nur it Eevar L) S
dayar AQ gustartat -
Mannliche Tiere/male animals
Dosis Tier Tag /Day Final- Diffe-
mg/kg Nr. gewicht renz *
Dose Animal 1 4 8 15 Final Diffe-
mg/kg No. weight rencex
450 56 190 156 172 212 212 22
57 184 162 182 220 220 36
58 184 187 198 228 228 44
59 180 183 195 216 216 36
60 184 192 207 232 232 48
MW 184 176 191 222
S 3.6 16.0 - 13.8 8.3
' 500 6 183 189 196 212 212 29
7 188 159+ 144 -44
8 182 156+ 156 -26
9 183+&
10 180 150 148 195 195 15
MW 183 164 172 204
S 2.9 17.4 33.9 12.0
19
800 16 183+ 164 -19
17 176+ 161 -15
V18 180+!
19 183+ 166 =17
20 182+ 160 =22
MW 181
S 2.9
MW = Mittelwerte / mean values
S = Standardabweichung / standard deviation
Alle Gewichte in Gramm (g) / all weights in gram (qg)
* = Differenz Finalgewicht - Anfangsgewicht /

difference final weight - weight at the beginning
Tier gestorben / animal died
= gestorbene Tier versehentlich nicht gewogen/ dead animal
has accidentally not been weighed
& = gestorbene Tier leicht angefressen / dead animal slightly
cannibalized

-+
i

s g 5 2 o e A A A



SXX 0865 T 7034875

vertraullch
T Fuma Bayet A
‘;...,.‘,_-:1'-'"'7 ndnr Wette
- . . auia e L iGN 39
Korpergewichte/Body weights gasa mar v e _
gayer AG go3ta
Weibliche Tiere/female animals
Dosis Tier Tag /Day Final- Diffe-
mg/kg Nr. gewicht renz =*
Dose Animal 1 - 4 8 15 Final Diffe-
mg/kg No. weight rencex
10 31 171 179 179 184 184 13
32 180 169 176 177 177 -3
33 181 185 187 197 197 1s
34 177 180 180 183 183 6
35 176 179 181 186 186 10
MW 177 178 181 185
S 3.9 5.8 4.0 7.3
100 1 190 187 188 196 196 6
2 180 179 184 183 183 3
3 177 179 177 176 176 -1
4 180 183 179 187 187 7
5 186 194 194 202 202 16
MW 183 184 184 189
S 5.3 6.3 6.9 10.3
i
500 11 185 188 187 190 130 S
12 185 180 181 185 185 0
s 13 182 17s 184 183 183 1
14 177 177 182 182 182 5
15 180 153+ 153 -27
MW 182 175 184 185
S 3.4 13.0 2.6 3.6
800 21 182+ 166 -16
22 183+ 164 -19
23 185+ 1686 -19
24 184 - 182 185 188 188 4
25 177+ 159 -18
MW 182 182 185 188
S 3.1 0.0 0.0 0.0

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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vartraullch
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. . . . guywr AG gasanat
Welbliche Tiere/female animals

Dosis Tier Tag /Day Final- Diffe-
mng/kg Nr. ‘ gewicht renz *
Dose Animal 1 4 8 15 Final Diffe-
mg/kg No. weight rencex
1000 46 183+ 169 =14
47 178+ 160 -18
48 183+ 167 -16
49 184+ 165 -19
50 179+ 161 -18
Mw 181
S 2.7

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 rats

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

10 36 15d n.o.e.
37 15d n.o.e.
38 158d [n.o.e.
39 15d n.o.e.
40 15d n.o.e.
100 26 15d n.c.e.
27 15d {n.o.e.
28 15d |n.o.e.
29 15d [n.0.e.
30 15d n.o.e.
355 41 15d |Middle and left lateral lobes of the liver with
whitish surface in places
L 42 15d |Left lateral lobe of the liver with whitish surface
in places
\
43 15d {n.o.e.
44 15d n.o.e.
45 15d |n.o.e.
400 51 15d n.o.e.
52 15d |Left lateral iobe of the liver with whitish surface
in places
53 15d [n.o.e.
54 15d |Left lateral lobe of the liver with whitish surface
in places
55 15d |Left lateral lobe of the liver with whitish surface
in places
450 56 15d |Middle and left lateral lobes of the liver fused

with one another, with whitish surface in places
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Individual gross pathology findings

Male rats

Dose Animal | Time of | Sacrificed | Findings

mg/kg na. death after

450 57 15d Isolated light zones 0.2 x 0.2 cm in size on left

lateral lobe of liver, cut surface: liver colored

58 15d |n.oc.e.
59 15d  |n.oe.
60 15d  [n.o.e.

500 6 15d  {n.o.e.

7 6d Lungs slightly distended; liver very pale, marked
lobulation, slightly patchy; spleen very pale;
forestomach engorged with food; small intestine
partly empty, partly with red, mucid contents:
cecum: contents firm, dark; adipose tissue on
epididymides red; testes dark violet, cut surface:

! dark vioclet
M 8 4d Lungs patchy, distended; liver pale, patchy,
lobulated; spleen patchy, pale; kidneys patchy;
glandular stomach and small intestine with dark,
mucid contents; firm contents in cecum; colon
empty

9 1d Lungs distended:; liver lobulated; stomach dis-
tended, filled with some food paste; small intes-
tine empty

10 15d  |Liver slightly swollen, liver with scattered light
beige zones approx. 0.4 x 0.4 cm in size on
surface, cut surface: liver colored; spleen with
whitish surface in places

Continued
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Individual gross pathology findings

Male rats

Dose | Animal | Time of | Sacrificed | Findings
mg/kg no. death after
800 16 2d Lungs patchy, distended; light beige depaosits up
to approx. 0.3 x 0.3 cm in size on abdominal
organs and peritoneum; liver very pale, patchy,
marked lobulation; small intestine partly empty,
partly with yellow, mucid contents

17 2d Lungs patchy, distended; light beige deposits up
to approx. 0.4 x 0.4 cm in size on abdominal
organs and peritoneum; liver slightly pale,
somewhat patchy, slight lobulation; spleen dark,
slightly swollen; kidneys pale; small intestine
partly empty, partly with yellow, mucid contents:
bladder filled with dark urine

18 2d Lungs highly distended, fluid in lungs; light
beige deposits up to approx. 0.3 x 0.3 cm in
size on abdominal organs and peritoneum; liver
pale, lobulated; kidneys slightly pale

19 2d Lungs slightly patchy, distended; light beige
deposits up to approx. 0.4 x 0.4 cm in size on
abdominal organs and peritoneum; liver pale,
patchy, marked lobulation; kidneys pale; bladder
engorged with urine

20 3d ) Lungs slightly distended; liver pale, marked
lobulation; kidneys slightly pale; dark, fluid stom-
ach contents; multiple ulcerlike foci in glandular
stomach;
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Individual gross pathology findings

Male rats

Dose | Animal | Time of { Sacnificed | Findings
mg/kg no. death after

800 20 3d small intestine partly with yetlow, mucid con-
tents; contents of cecum firm; colon empty; light

beige deposits up to approx. 0.3 x 0.3 cm in
size on peritoneum

Continued
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individual gross pathology findings

Female rats

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

10 31 15d [n.c.e.
32 15d |[n.o.e.
33 15d |n.c.e.
34 15d |n.c.e.
35 15d |n.o.e.
100 1 15d |n.o0.e.
2 15d  |n.o.e.
3 15d  |n.o.e.
4 15d |n.0.e.
5 15d |n.o.e.
500 11 15d |n.c.e.
12 15d |n.o.e.
13 15d  [n.o.e.
14 15d |n.o.e.

15 4d Lungs slightly patchy, somewhat distended; liver

very pale, patchy, marked lobulation; spleen
I patchy; kidneys patchy; stomach distended, with

some dark, mucid contents; small intestine part-
ly empty, partly with dark, mucid contents; firm
contents in cecum; colon empty

800 | 21 3d Lungs slightly patchy, highly distended; light
beige depasits up to approx. 0.4 x 1.0 cm in
size on abdominal organs and peritoneum; liver
pale, with scattered light zones up to approx.
0.3 x 0.3 cm in size, cut surface: light, slight
lobulation; kidneys slightly pale; dark, fluid stom-
ach contents; many uicerlike foci in glandular
stomach; partly dark, mucid contents in small
intestine
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Individual gross pathology findings

Female rats

Dose Animal | Time of | Sacnficed | Findings
mg/kg no. death after

800 22 3d Lungs distended; liver pale, patchy, slightly
lobulated; kidneys slightly pale; dark, fluid con-
tents in glandular stomach, many ulcerlike foci
in glandular stomach; small intestine partly with
dark, mucid contents; light beige deposits up to
approx. 0.3 x 0.3 cm in size on peritoneum

23 3d Lungs distended; light beige deposits up to
approx. 0.3 x 1.0 cm in size on abdominal or-
gans and peritoneum; liver very pale, somewhat
patchy, marked lobulation; kidneys slightly pale;
glandular stomach and partly small intestine
with dark, mucid contents

. 24 15d n.o.e.
25 2d Lungs patchy, distended; light beige deposits up
s to approx. 0.3 x 0.3 cm in size on abdominal or-

gans and peritoneum; liver pale, patchy, slightly
lobulated; spleen slightly dark; kidneys slightly
pale; stomach distended; contents of glandular
stomach dark, glandular stomach with scattered
ulcerlike foci; small intestine partly empty; blad-
der filled with dark fluid

1000 46 2d Lungs patchy, distended; liver pale, patchy,

' slightly lobulated; light beige deposits up to
approx. 0.3 x 0.3 cm in size on peritoneum and
abdominal organs; spleen patchy; kidneys
slightly pale

Continued
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Individual gross patholagy findings

Female rats

Dose | Animal | Time of | Sacnficed | Findings
mg/kg no. death after

1000 | 47 2d Lungs slightly patchy, highly distended, fluid in
lungs; liver pale, patchy, slightly lobulated; light
beige deposits up to approx. 0.3 x 0.3 cm in
size on peritoneum and abdominal organs;
spleen patchy; kidneys slightly pale; dark, mucid
contents in glandular stomach

48 2d Lungs slightly distended; liver pale, patchy,
lobulated; spleen patchy; kidneys slightly pale;
dark, fluid stomach contents; isolated ulcerdike
foci in glandular stomach

49 2d Lungs slightly patchy, somewhat distended; light
beige deposits up to approx. 0.5 x 0.5 cm in
size on peritoneum and abdominal organs; liver
slightly pale, somewhat patchy, slightly lobula-
ted; spleen slightly patchy; kidneys pale, slightly
s patchy; dark, mucid contents in glandular stom-
ach, glandular stomach with isolated ulcerlike
foci; partly dark, mucid contents in small intes-
tine

50 2d Lungs slightly patchy, highly distended; yeilow-
beige deposits up to approx. 0.3 x 0.3 cm in
size on peritoneum and abdominal organs; liver
slightly pale, somewhat patchy; spleen pale,
slightly patchy; kidneys pale; dark, fluid stomach
contents;

Continued
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Individual gross pathology findings

Female rats

Dose | Animal { Time of | Sacrificed | Findings
mg/kg no. death after
1000° | 50 2d isolated ulcerlike foci in glandular stomach:
' small intestine partly with dark, mucid contents
\
Continued
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11.5.  Analytical certificates
11.5.1 Approval
Bayer AG ' June 13, 1930
PF-E/Critical Path Office
Approval of active ingredient sample
Active ingredient sample TOX 2714

Sample : SXX 0665 TECHN.

Development no. . 0095497
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 nc‘.' Purity, %  until’ analysiss Comments

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

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

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

seepace I 7 rom siGuaTuRE

(Dr. Grassmader, PF-E/NP)

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

“Translators note: date format dd/mmvyy
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11.5.2 Stability

Bayer AG Manheim
PF-F/UF-RA September 04, 1930
Laboratory Dipl.-Ing. Riegner

Animal food analysis

Monheim Crop Protection Center

Bldg. 6610
TREATMENT FORMULATION
StaBsiLTY
Study number . ............ : T 7034875
Name of active ingredient . ... : SXX 0665
Batchnumber ............. : 17005/89
Active ingredient purity ... ... : 93.7 %
Matrix . .................. : 1% Cremophor® EL / 0.9 % NaCl solution
Source of samples ......... . Dr. Krétlinger
Date of receipt ............ : March 07, 1990
Type of formulation .. ....... : Suspension
l :
Analyst . ................. : Schubbert
A8
ResuLTs

Active ingredient content as percentage

Nominal value of initial a.i. level

Riegner Analyst

in % Storage period in hours
0 24
50 ’ 99.5 101
0.1 104 99.2

Stability verified for 24 hours.
Approved: ** YES **
(As specified in SOP 122/Pharma and SOP 1302/Sector 5)

sezpage_ (0 eonsignaTUSE

Fomulation number: A 1244
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11.5.3 Homogeneity

Bayer AG Monheim
PF-F/UF-RA September 07, 1990
Laboratory Dipl.-Ing. Riegner

Animal food analysis

Monheim Crop Protection Center

Bidg. 6610
TREATMENT FORMULATION
HOMOGENEITY
Study number . ............ : T 7034875
Name of active ingredient . ... : SXX 0665
Batch number . .. .......... : 17005/89
Active ingredient purity . ... .. 937 %
Matrix . .................. : 1 % Cremophor® EL / 0.9 % NaCl solution
Source of samples ......... . Dr. Krétlinger
Date of receipt ............ : March 07, 1990
Type of formulation . ... ... .. : Suspension
t

Analyst . ................. : Schubbert

8
RESULTS

Active ingredient content as percentage

Nominal value of initial a.i. level

in % Sample no.
1 2 3
0.1 100 101 85

Concentration 0.1 % : reiative standard deviation of 12 individual results 9.37 %
Approved: ** Yes **
(As specified in SOP 122/Pharma and SOP 1302/Sector 5)

Riegner Analyst

-
=

SEE PAGE Gl FOR SIGNATUSE

Formulation number: A 1244 . .
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Homogeneity
Bayer AG Monheim
PF-F/UF-RA September 07, 1990

Laboratory Dipl.-Ing. Riegner
Animal food analysis
Monheim Crop Protection Center

Bidg. 6610
TREATMENT FORMULATION
HOMOGENEITY
Study number . ............ : T 7034875
Name of active ingredient . ... : SXX 0665
Batch number ............. : 17005/89
Active ingredient purity . ..... : 93.7 %
Matrix . .................. : 1% Cremophor® EL / 0.9 % NaCl sclution
Source of samples ......... . Dr. Krétlinger
Date of receipt . ........... : March 07, 1990
Type of formulation .. ....... : Suspension
t
Analyst .................. : Schubbert
8
ResuLTs

Active ingredient content as percentage

Nominal value of initial a.i. level

in % Sample no.
1 2 3
50 - 116 118 119

Concentration 50 % : relative standard deviation of 12 individual results 1.7 %
Approved: ™ Yes **

(As specified in SOP 122/Pharma and SOP 1302/Sector 5)

Riegner Analyst
SFE PAGE bﬂ FOR QINMATYSE

Formulation number:; A 1244
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11.5.4._ Futterzusammensetzunq/Compositjon of diet Vartraulich

ALTROMIN STANDARD DIETS
TOTALLY PATHOGENE FREE TPF?®

Maintenance Diet Rats/Mice

alt
1320 mx#‘

v

AQuhnlhesioffe® Nutrients® AminosSuren®
Rohpeotein Crude pratein 19,0 fminn Acidw¥
Robr it Cructe far 4,0 Lysineg 0.90
Rutvlaser Crude fiber 6,0 Mathionine O.JO
Asche Ash 7.0 Cystine 0' 10
Wasser Moisture 1,3 Phenylatanine 0.80
N-frele Extrakistalfc Nitragen-iree extract 30,3 Tyrosine 0'50
Arginine II'D
21 2) Histiding 0.40
Umsetzbare Encrgic” Metabolizatile Encrqy Tryptnphane 0.20
Theeanine '
2.850,0 6,60
Hecal/wy Kcal/kg o tsaleucine o 80
Vifug Mifkg M Leucine 1 ' 30
Valine 0:90
L] 14 -
Min—.rn‘lsmﬂc Mincratls Sturenelemente® ®
Catclum Calcium 9.9 Jrace elements
Phouphor Phophorus 0' 7 -
Magnaesium Magresium 0' 2 :‘.‘:?‘.ﬂ’:‘: ngancse 75,0
Natelum l Sodium 0'2 Kupler C on 180,0
Kaltium Potassium i o unie onper 13,0
. Zink Zinc 70.0
Jod lodine 0:,
\ Fluor Fluorine 15,0
_ Vitamine®*® Vitamins®**. Standard-0let Standard-Diet fortified
Vitamin A Vitamin A 15.000,0 (U 15.000,0 1Y
Vitamin D’ Vitamin D] 600,0 tu 1.000,0 (U
Vitamin € Vitamin E 75.0 mg 125,0 mg
Vitamin K3 Vitamin K’ 1,0 mg 5,0 mg
Vitamin B| Vitamin 0' 18,0 mg 30,0 mg
Vitamin !z Vitamin 82 12,0 mg 20,0 mg
Vitamin 86 Vitamin ﬂs 9.0 mg - 15,8 mg
Vitamin G‘ Vitamin BI 24,0 mcg 42,0 mcg
Ntkcllnslmz- Nicotlnic atid 36,0 mg 60,0 mg
Pantathenslure Pantathenic scld 21,0 mg 35,0 mg
Folsdure Fallc acid 2,0 mg 3,0 mg
Olotin Biatin ‘ 60,0 mcyg 100,0 wmcg
Cholin Chaotine 600,0 mg 1.000,0 mq
Vitamin € Vitamin C 36,0 mg 60,0 mg
. % In der 0idt (Mitletwert] / average % content in the diet

~e mg In | kg DUl (Mittelwert) / aversage mg content in | kg diet

®*®  Zusatr in | kg DIt / additive in | kg diet
v} EG-Emplehlung / EC recommended
2) berechnet / calculated

ALTROMIN Standard-Disten garantieren grafite Sicherheit bel Versuchen
ALTROMIN Standard Diets warrant experimaental safety

c;m ALl ML cat ladae g ue’
gayor A3 q._m:.;'.tzl
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vertrauiich
_—.—_——‘_——.

) SRLETAISSL e ARUNG EgmmmcurTTMf”ﬁ
~ Benutzung. Vc.-.:-........ .
nup mit Slowlingate =

AQ gestanat

~¢

gabe
Prufsubstanz: SXX 0665 Bayer

Studien-Nr.: T 7034875

Diese Studie wurde durch die Qualitiatssicherung 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 der Datum der Weiterleitung
Uberpriifung/Inspektion des Inspektionsberichts
25.09.1990 (Prufplan) 25.09.1990
09.10.1990 09.10.1990

Die Versuchsergebnisse und die Methoden sind im Bericht korrekt
wiedergegeben.

L
Qualitdtssicherung
PH-AQ-S/GLP, Bayer AG

14.3.9

Datum. .t . ... Verantwortlich:...... .. .7.. s eeeena
(Dr. H. Lehn)

G

SIGNATURE PAGEFORPACE __ —
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Vertraulich
— UNTERSCHRIFTEN AQ
Elc2ntum caf Firma Bayar
: Cenulzund. Vyrsneung eoce winiter
guon nur ot Elridigung e
8.x7a¢ AQ goutadet

(‘
Versuchsleiter:

Abteilungsleiter: = /& . 74’.‘2 /f’. 7.9A4

(Dr.W.Flucke) " (patum)

SIGNATURE PAGE FOR PAGE _':7_'___
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11.5. ___ alysenzertifikate/an i certificates —_

11.5.1. Freiqgabe/Approva ‘Eﬁaun&
EooanuT X Eirns Cape
pragon Sl W0 1
g nul ral w3 e
| (RT3 CHAT AQ gostatiat
Bayer AG LANODWIRTSCHAFPT Qaver
PF-EMNetzplanstelle

1 6.0KT. 1930 ' 1/oa/0

Release of Active Ingredient Sample
Active logredlest Saaple TOX 2714

Sample: 52X 0645 TECHN.

Aulbau-No: 0095497

{adicatlon: Fungicide

Batch Noz: 17005/89

Qrigia of saample: PF-PIVE, [EVERKUSEN

Respoasible Aoalyst: Dr. Gau Labaratory: FEA!
Aaalydcal Methods: (HPLG EXT. STD.)

Releases: -
i .
TOX-No. Coateats Released Date of Commeat
uneil Aoalvsis
271400\ 9370 % 19:07r90 1910190
271401 9470 T 1112490 13/06/90 NACHANALYSE WIRD DURCHGEFIHRT, 11.590
. 211441 4.0 & 1/12/90  09/10/90  NACHANALYSE

IR

SIGNATURE PAGE FOR PAGE
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Vertraulich

E.oNtu 3t Flrray Bryar AR
t !! i /S i.]. j v onu AR WIPS LT el
11.5.2 Stab tat tab £ $399 rur mit Llivilleng Cor

Sayar AQ gastattat

Bayer AG Monhe 4.09.
PFZF S Ur-ra o im, den 04.09.1999Q
Labor O.1. Riegner

Tiarfuttarsnalytik

Pflanzenschutzzentrum Monhsim

Geb.: €610

APPLIKAT IONSFORMUL [ ERUNG
STABILITRET

Studian-Nummar : T 70 34 879

Wirkstoffbezeichnung : SXX 0645

( Partienummar :  12005/89
#irk;to??guh.lt : ga.ghk N €
atrix : ramaphar EL 70.9% NACL-
Harkunft dar Proben ¢ Dr. KrO!I%nger Cl-Lzg
ingangsdatum : 07.03.90
Art dar Farmulierung : Suspensian

Sachbearheitar 2 Schubbert

ERGEBNISSE :

t
Solluer: in L Wirkstoffgahalt in X wom Sollwert
{ nominal ) ( bezogen auf a.i. )

Lagarungszeit in Stunden

. : : Q 24
sq 99.5 101
g.1 104 $9.2

Stabilitat aber 24 Stunden i3t gegeban !
Freigaba tee Ja ee
¢ gemad S.O0.P. 122-/Pharma und S.0.P. 1302/Saktar 5 )

Scbae

'é;éhbaorﬁaiéa;

Formulierungsnummar : A 1244

53 -
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Vartraullch
———
g.- i Y
= : 3 TiONeTLL0S €O Ve
.5.3. Q e * bl
11.5 3..4- moge 9333 mur i Sandhqung dee
8ayar AQ gastaitat

Bayer AG Manhai . .0?.199
P;?F G -rA . anhaim, den 07.09.1990

Labor O.1. Riagner
Tierfuttaranalytik

PFlanzanschutzzenteum Monhaim
Gab.: 4410

APPL [KAT [ONSFORMUL [ERUNG

HOMOGENITAET
‘Studien-Nummer : T 720 34 a7s
Wirkstoffbezaichnung : SXX 0445
Partienummer * 17005-89
Uirkstaffgehalt : Ré hor EL + 0.9
flateri H remaphor 7 0.9% NACL -
H:r{u:Ft dar Proben P Oe. Krotginger CL-13g
Eingangadatum : 07.03.99
Art der Farmulierung : Suspension
Sachbaearbaiter i Schubbert
ERGEBNISSE :
1
Salluert in % Wirkstaffgehalt in X vom Solluert
naminal 3} ( bazagen auf a.i. }
< - Probae Ne.,
- 1 2 3
0.1 100 101 as

Konz. 0.1 % : rel. Stendardabu der 12 Einzelwerts 9.37 %
Freigabe : Ja

¢ gemas S.0.P. 122/Pharms und 5.0.P. 1302/Sak tor 5 )

.'éschb-n;boit;r

Formul ierungsnummer : A 1244

SIGNATURE PAGE FOR PAGE




SXX 0665 T 7034875

Vertraullcn

E.0salum €9 Firy Qaye.

3anaiinusg, Veruuriun] 02a

2 enita omoge ! Gada nur mit Llaw .-.-;:.'I\._g__ dar
Bayer AQ goatattet

st e

Bayer AG Manhei .19
P32F A 8F-Ra anheim, den 07.09.199%0

t.abar O.1. Riegner
Tiarfuttaranalytik ’ .
PFflanzanschutzzent rym Manhaeim
Geb.: 4410

APPL IKAT [ONSFORMUL [ ERUNG
HOMOGEMITAET

‘Studien-Nummar : T 70 34 875

uirk;toffbezeichnung ! SXX 0645

Partienummer : 120485,89
Wirkstoffgahalt P 93.2
Matrix i 1X Craeamophar EL ~» 0.9% NACL-1sg

Harkunft der Proben
Eingangsdetum
Art dar Fermuliarung

Oc. Krotlinger
07.03.90
Suspension

s 0 o

Sachbearbeitar : Schubbert

ERGEBNISSE :

+

Soliwert in % Wirkstoffgahalt in % vem Sollwart
noaminal ) ( bazagen euf a.i. )
\ Probe Nr.
1 . 2 3
5Q 116 118 119

Konz. S4 x : rel. Standardeabu der 12 Einzeluwarte 1.7 %
Freigaba : Ja
¢ gemaf S.0.P. 122/Pharma und S.0.P. 1302/Saktar 5 )

Scchsccrboit;r

Formul isrungsnummsr : A 1244
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