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Attention: Section 8(e) Coordinator =
Office of Toxic Substances :
U.S. Environmental Protection Agency @
401 M Street, SW ™~
Washington, DC 20460

Dear Sir:

Miles Inc. is submitting an acute dermal toxicity study and an acute oral
toxicity study on (Phosphorodichloridothioic acid O0-ethyl ester) (CAS#
1498-64-2). These studies were just received from our parent company, Bayer
AG.

In the dermal tox study, groups of Wistar rats (5/sex/dose-level) were given a
single dermal dose of the test material at doses ranging from 50 mg/kg to 1000
mg/kg body weight. The resultant LD50 values were estimated at 350 mg/kg body
weight for the males and 336 mg/kg body weight for the females. The test
material was an obvious irritant, as evidenced by the severe irritation
produced at the application site. Additional signs include: Apathy,
decreased motility, spastic gait, occasional trembling, spasms, decreased
reflexes, dyspnea, piloerection and diarrhea. These signs began around 1-hour
after dosing and lasted up to 10-days post-dosing in some animals.

In the oral tox study, groups of Wistar rats (5/sex/dose-level) were
administered the test material as a single bolus by gavage at doses ranging
from 100 to 2000 mg/kg body weight for males and from 100 to 1600 mg/kg body
weight for females. The resultant LD50 values were estimated at 1524 mg/kg
for the males and 1342 mg/kg for the females. Clinical signs of toxicity
included the following: Apathy, decreased motility, spastic gait, trembling,
spasms, dyspnea and piloerection. These signs lasted up to 9-10 days
post-exposure in some animals.

We are submitting these studies since it appears that the regulations
promulgated pursuant to TSCA Section 8(e) require these findings to be
reportable information, and in light of the nature of the clinical signs
observed in both and EPA’s guidance on the reporting of "neurotoxic" findings
in non-moribund animals in acute toxicity studies. ’ ,
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This chemical has limited exposure potential in our experimental pesticide
program. We will provide this information in our regular worker hazard
communications literature and training programs.

The information in these studies is not considered confidential business
information. If you have any questions, please contact me.

Sincerely,

Lol O Kk

Donald W. Lamb, Ph.D
Vice President
Product Safety and Regulatory Affairs
(412-777-7431)
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GLP DECLARATION OF THE STUDY DIRECTOR

The investigations were essentially carried out in accordance with

the OECD Principles of Good Laboratory Practice (GLP) dated 04.02.1983,
published in the Federal Gazette No. 42a dated 02.03.1983 and the
Federal Law Gazette, Part I dated 22.03.1990.

Deviating from this, no analytical confirmation of the stability
of the test substance was carried out in the administered formulations.

Some animals were not randomly allocated to the study groups.

The validity and the assessment of the results is not impaired
by the recorded deviation.

11.02.1993

Dr. J. Kolb Date
{Study director)
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1. QUALITY ASSURANCE DECLARATION

—-—

~ Test substance: Ethyloil

Study No.: T 4044105

This study was checked by quality assurance on the dates shown
below. The results of the checks and inspections were made known
in writing to the study director and, if necessary, also to the
Head of the Institute or other persons involved.

Date of the Date of transfer of the

check/inspection inspection report
27.10.1992 (study plan) 27.10.1992
10.11.1992 10.11.1992

The study results and the methods are reproduced correctly
in this report.

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

Date: 29.04.93 Responsible:

(Dr. H. Lehn)
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Study Director:

Group Manager:

29.04.1993

(Dr. J. Kolb)

(Date)

29.04.1993

(Dr. F. Krétlinger)

(Date)
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3. SUMMARY
Acute oral toxicity investigations were carried out in male and
female rats with the test substance ethyloil.

The methodology of the investigations was applied in conformity with
the OECD Guideline for Testing of Chemicals; Section 4: Health
Effects No. 401, "Acute Oral Toxicity"; adopted: 24th February 1987
(1) and according to Pesticide Assessment Guidelines, Subdivision F,
Hazard Evaluation: Human and Domestic Animals, Series 81-1

Acute Oral Toxicity Study (Revised Edition, November 1984) (2).

LD50 rat m: 1524 mg/kg b.w.
LD50 rat f: 1342 mg/kg b.w.

Deaths occurred in male animals within 3 days after a dose
of 1400 mg/kg b.w. and at 1000 mg/kg b.w. and above in the female
animals.

In both sexes, the clinical symptoms occurred after 11 m at the
earliest after administration and lasted up to the 9th day

or 10th day at the most (m, f). Apathy, decreased motility,

spastic gait, trembling, spasms and prostration were determined as
symptoms in different incidences and intensity. In addition, dyspnoea,
polyuria, soft faeces, narrowed palpebral fissures and piloerection as
well as pallor were observed. Occasionally, the cage litter was
discoloured reddish-brown. This is mainly attributable to a
discoloration of the urine.

On gross pathology, findings were detected in the lungs,

liver, spleen, kidneys and in the gastro-intestinal tract. In
particular, severe mucosal changes were observed in the stomach which
are due to the known caustic effect of the test substance.

The dose of 100 mg/kg b.w. was tolerated by both sexes without
symptoms.

The test substance ethyloil proved to have moderate to low toxicity
after acute oral administration in male and female rats.



4. INTRODUCTION

Investigations of acute oral toxicity were carried out
in rats with ethyloil.

These investigations were used in order to be able to
carry out a product classification, as well as an
estimation of the acute hazard potential when handling
the test substance.

The investigations were carried out at the Institute of Toxicology,
Agriculture, of the Toxicology Unit of BAYER AG, Wuppertal,
Friedrich-Ebert-Strafle 217-333. All study documents are archived at
BAYER AG.

5. STUDY IDENTIFICATION AND RESPONSIBILITIES

5.1 Study identification

Study No.: T4044105

Duration of the study: 20.10.1992 - 04.12.1992

5.2 Responsibilities

Head of Institute

Toxicology, Agricultg;e: Dr. L. Machemer
Group manager: Dr. F. Krotlinger
Study director: Dr. J. Kolb
Analysis: Dr. H. Tengler
Quality assurance (Head):. Dr. H. Lehn
Archiving of the study data: Dr. E.A. LObbecke



6. MATERIALS AND METHODS

6.1. Test substance

Test substance designation:

Manufacturer:
Indication:
Batch No.:
Product No.:

Content:

Release:
Physical state :
Appearance:
Storage:

CAS registration No.:

 Chemical designation (C.A.):

Structural formula:

Empirical formula:

Molar mass:

Ethyloil (O-ethyl-thiophosphoric
acid chloride)
{precursor for the production
of oftanol)
BAYER AG
Insecticide/precursor
Preparation 80327,10.6.92
780286

93.8 % (analytical finding see page
42 in the Appendix)

until 28.01.1993
liquid

clear liquid
Refrigerator
1498 - 64 - 2

Phosphorodichloridothioic acid O-ethyl
ester

S

i
-P-Cal

HSO 1‘3

Cl

C

C2H50PSC12

179 g/mol

10



6.2. Test system

6.2.1. Choice of species

SPF-bred Wistar rats of the strain Bor: WISW {(SPF Cpb) from breeder
Winkelmann, Borchen, Paderborn were used. Animals of this strain have
been used for years in toxicological studies at BAYER AG. Historical
data on physiology and spontaneous changes are available. The physical
condition of the breed is routinely examined for the most important
specific infective agents on a random basis. The results of these
investigations are archived at Bayer AG.

6.2.2. Acclimatisation

After delivery, the animals were adapted to the animal room
environment for at least 7 days before the start of the treatment.

6.2.3. Physical condition

Only healthy, symptom-free animals were used for the study.
Vaccination or treatment of the animals with anti-infectives took
place neither before the delivery of the animals nor during the
adaptation time or test period. The females were nulliparous and
not pregnant. :

6.2.4. Age and body weight

At the start of the study the male animals had an average initial
weight of 176 g (169 to 192 g) and the female animals of 179 g
{172 to 192 qg), this corresponds to an age of approx. 8 (o) and
10 (o) weeks.

6.3. Animal husbandry

6.3.1. Accommodation

The animals were kept conventionally in Makrolon® type III cages
(5 animals per cage) during the adaptation time and test period (6, 9).
The cages were changed at least three times a week.

The low-dust wood granulate type S 8/15 was used (supplier: Ssniff,
Spezialdidten GmbH, Soest/Westfalen). Random samples of the wood
granulate were examined for contaminants. The documents were archived.
The analysis results did not give any indication that the study
objective was being influenced.

11




6.3.2. Animal rooms

All-animals in this study were kept in the same animal room.
The treatment of the animals took place in a separate laboratory.

6.3.3. Cleaning, disinfection

The animal room was cleaned once a week and disinfected at least
once a month with Zephirol® 10% (10 g benzalkonium chloride/100 g;
application dilution 2%, i.e. 20 ml Zephirol® to 1 1 water).
Thereby, contamination of feed and contact with test animals were
precluded. Pest control measures were not carried out in the animal
rooms.

6.3.4. Climatic conditions in the animal room

Climate was set as follows:

Room temperature: 21" £ 1.5 °C (with external temperature
over 22.5°C and rising)
Humidity (relative): 40-70 %
Light/darkness rhythm: 12-hour,
: artificial light
Air flow rate: 12 to 15 times per hour

Occasional deviations from these conditions occurred, e.qg.
due to cleaning of the animal room. They had no detectable effect
on the test procedure.

6.3.5. Nutrition

Nutrition consisted of a fixed-formula standard diet "Altromin®
1324 - maintenance diet for rats and mice", the content of the
components of which corresponds to "Altromin® 1320", (manufacturer:
Altromin GmbH and Co. KG, Lage) and tap water (drinking bottles).
Food (until approx. 17 hours before and from 2 hours after
administration) and water were freely available for consumption.

The nutritive composition (feed specifications see Appendix, page 43)
and the contaminant content of the standard diet were routinely
checked and analysed in random samples.

The tap water corresponded to drinking water quality (10).
Results of the water analyses are kept at BAYER AG. The available
data gave no indication that the test objective was being influenced.

Polycarbonate bottles holding approx. 750 ml were used for
drinking during the adaptation time and test period (6, 9).

12
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6.4. Test methods

The methodology of the investigations was applled in conformity with
the following guidelines:

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

Pesticide Assessment Guidelines, Subdivision F, Hazard Evaluation:

Human and Domestic Animals, Series 81-1 Acute Oral Toxicity Study,
(Revised Edition, November 1984) (2).

6.5. Methodology

6.5.1. Formulation of the test substance

The test substance was prepared in the form of a solution immediately
(<lhour) before each administration in pharmaceutical peanut o0il

(DAB 10). An analytical examination of the stability of the test
substance in the administered formulation was not carried out.

6.5.2.. Randomisation and identification of the animals

The animals were selected before administration on the basis of
their body weight classes and when several groups per administration
day and sex were used the animals were allocated to the treatment
groups with the aid of random lists produced with a calculating
program on a computer (HP 3000). Deviating from this, 20 animals
were not randomly allocated to the treatment groups.

The identification of the animals was carried out by fixing cage tags
. specifying the test substance, animal number, dose, sex and study
number, by individual marking with aqueous, saturated picric acid
solution and by animal numbering on the tail with a water-resistant
fibretip pen.

6.5.3. Administration and dosage

The test substance was administered p.o. by means of an oesophageal
tube to fasting (fasting time: approx. 17 hours before administration,
t 1 hour deviation) male and female rats (5 animals per study group).
The administration volume was 5 ml/kg b.w..

Food was given again to the animals two hours after administration.

13



6.5.4. Investigations

6+5.4.1. Clinical observation

The appearance and behaviour on the day of administration were
recorded several times and thereafter at least once per day.

Where symptoms occurred, the nature, duration and intensity of the
symptoms were determined by individual assessment.

They are summarised as group incidences and individual animal findings
in the Appendix. If deaths occurred, the time of death was recorded.

The times refer to the time of administration on the day of
administration (lst study day). For a better overall view,

times over one hour are rounded up to quarter hours. The time of the
first occurrence of a symptom is specified and on the day of
administration the time at which a symptom is no longer observed. On
the following days, the study day is specified on which a symptom is
observed for the last time.

The times specified in days represent study days. If symptoms do
not reappear after an unobserved interval between two study days
(e.g. overnight), it is assumed that these symptoms were observed
during the whole previous study day.

Correspondingly, deaths which appeared during this unobserved interval
(e.g. overnight) are assigned to the previous study day.

During clinical observation all observed findings deviating from the

normal state are recorded, whereby special attention is given to the
following organ systems, localisations and physiological functions:

Appearance (fur, skin colour, oedemas, eyes, flow of tears, nasal
secretion and salivation etc.)

Behaviour (grooming, sound, excitement, aggressivity, digging and
cleaning actions, cannibalism etc.)

Nervous system (apathy, motility, reflexes, gait, paralysis,
spasms, tremors etc.)

Respiration (as far as assessable, e.g. frequency etc.)
Circulation (as far as assessable, e.g. heart rate, pallor etc.)
Posture (abdominal and lateral position etc.)

Gastrointestinal function (faecal quality etc.)

14



6.5.4.2. Post-treatment observation

The..post-treatment observation period was 14 days.

6.5.4.3. Body weights

The body weights of the rats were calculated on the 1lst day before
administration and on the 4th, 8th and 15th day.

The last weight recorded for an animal sacrificed at the end of the
post-treatment observation period was given as its final weight; in
the case of animals which died during the study, the weight on the day
of death was taken as the final weight.

6.5.4.4. Necropsy

At the end of the post-treatment observation period the animals were
anaesthetised and sacrificed by inhalation of diethyl ether. Afterwards
they were examined by gross pathology.

6.5.5. LD50 calculation

If calculation of the median lethal dose (LDS0) is possible, it is
carried out by computer (HP 3000) according to BLISS (4, 5) in a form
described by ROSIELLO et al. {8) and BAIRD et al. (3).

Detailed information about the calculation program can be taken
from the report by PAULUHN (7).

15



7. RESULTS

7+1.- Dose-response table (LD50)

The results of the investigations of acute oral toxicity in rats
with data on the LD50 are summarized in the following table 1:

Table 1:
Dose Toxicol. Duration Time Morta-
mg/kg b.w. results* of signs of death lity (%)
rat - male
100.0 0/0/5 3h45m-1d - 0
1000.0 0/5/5 35m-9d- - 0
1400.0 2/5/5 1im-64 1d 40
1600.0 2/5/5 1h-10d 1d 40
1700.0 4 /5/5 15m-5d 1d-2d 80
2000.0 5/5/5 17m-1d 1d 100
LD50 = 1524 mg/kg b.w.
Confidence interval (95%) = 1378.2 - 1685.7 mg/kg b.w.
Slope = 5.90
rat - female
100.0 0/0/5 4h-14d4 - 0
1000.0 1/5/5 S0m-8d 2d 20
1250.0 1/5/5 21m-9d4 2d 20
1600.0 4 /5/5 1h15m-84 2d-3d 80

LD50 = 1342 mg/kg b.

Confidence interval
slope = 3.85

*: 1st figure
2nd figure
3rd figure

w.

(95%) = 1107.2 - 1627.6 mg/kg b.w.

number of dead animals
number of animals with symptoms
number of animals in the group

16



7.2. Clinical findings

After the administration of 100 mg/kg b.w. male and female animals
showed moist anuses.

From 1000 mg/kg b.w. apathy, piloerection, decreased motility, spastic
gait and laboured breathing were observed in both sexes.

The male animals additionally showed soft faeces and narrowed palpebral
fissures in all dose groups from 1000 mg/kg b.w. In the female

animals, these symptoms were only determined in isolated cases. Female
animals showed occasional trembling and had reddish-brown discoloured
wood chippings in the litter. Polyuria, moist anuses, accelerated
breathing, spasms, pallor, prostration and decelerated breathing
occurred in isolated groups.

For group incidences, see pages 22 to 24 in the Appendix; for
individual animal findings, see pages 25 to 32 in the Appendix.

7.3. Body weights

The body weight development of the dose groups > 1000 mg/kg b.w.
was reduced during the post-treatment observation period in both
sexes compared to animals in the 100 mg/kg b.w. dose groups.

Individual and mean values see pages 33 to 35 in the Appendix.

7.4 Gross pathology findings

Gross pathology findings were detected in different incidences and
intensity in the lungs, kidneys, stomach, intestine, liver, spleen and
thoracic and abdominal cavities of the animals that died during the
post-treatment observation period.

The animals which were sacrificed at the end of the post-treatment
observation period showed adhesions of the liver, stomach, spleen
and kidneys with the abdominal wall. In addition, various findings
were observed in the stomach.

Individual necropsy findings, see pages 36 - 41 in the Appendix.

17
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8. DISCUSSION AND ASSESSMENT

Investigations of acute oral toxicity were carried out

in male and female rats with the test substance ethyloil. An LDS0
of 1524 mg/kg b.w. was determined for male rats and 1342 mg/kg b.w.
for female rats.

Deaths occurred in the male animals from a dose of 1400 mg/kg b.w.,
in the female animals from 1000 mg/kg b.w..

The clinical symptoms mainly occurred in a moderate form in

both sexes 11 m at the earliest after administration and lasted up

to the 9th (m) or 10th day (f) at the most. Apathy, decreased

motility, spastic gait, trembling, spasms and prostration were
determined as symptoms in different incidences and intensity. Moreover,
dyspnoea, polyuria, soft faeces, narrowed palpebral fissures and
piloerection as well as pallor were observed. Occasionally, the cage
litter was discoloured reddish-brown. This is mainly attributable to a
discolouration of the urine.

On gross pathology, findings were detected in the lungs,

liver, spleen, kidneys and in the gastro-intestinal tract. Especially
striking were the adhesions in the abdominal cavity and the severe
changes in the gastric mucosa. Furthermore, severe swellings

were observed as well as purulent and ulcerous foci which can be
regarded as the local chemical effect of the test substance on the
mucosa. This led to puncturing of the gastric mucosa and thus to
peritonitis. Since the test substance is known to have a corrosive
potential on skin, this gross-pathology finding can be considered
as corrosive gastritis which was not reversible within the
post-treatment observation period.

After the administration of 100 mg/kg b.w. only a moist anus was
observed in male and “emale animals; this was mainly attributable to
the oily formulating gent. QOther symptoms or changes visible on
gross pathology did not occur. The dose was therefore tolerated
without any visible effects.

As a result of this, the test substance ethyloil proved to have

moderate to low toxicity after acute oral administration in male and
female rats.

18
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10. LIST OF ABBREVIATIONS

C.A. Chemical Abstracts
Ca - approximately

CAS Chemical Abstracts Service
c.n. common name

d day

et al. and others

etc. ' et cetera

h hours

b.w. bedy weight

m minutes

no, number

n.o.e. no observed effect
toxicol. toxicological

e.qg. for example
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11. ANHANG/ANNEX

11.1.-Graphische Dartsellung der LD50
Abbildung 1: Akute orale Toxizitit
Fig. 1: Acute oral toxicity
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11.2. CLINICAL FINDINGS / KLINISCHE BEFUNDE

GROUP INCIDENCES / GRUPPENINZIDENZEN

Printing date/Druckdatum: 10.02.1993

Dose Symptom : NOA* Duration Int.
Dosis Anz. Dauer

Test article/Prifmuster: Ethy(5l

male animals / minnliche Tiere

100 moist anus / feuchter After 5 3h45 - 1d
mg/kg

1000 piloerection / gestriubtes Fell 5 2h1s - 7d 2
mg/kg apathy / Apathie 5 35m - 9d 2
decreased motility / verminderte Motilitit 5 35m - &d 1
spastic gait / spastischer Gang 5 Sh - éd 2
accelerated breathing / beschleunigte Atmung 1 5d - &d 1
labored breathing / erschwerte Atmung 1 ed - é&d 1
increased excretion of urine / vermehrte Urinausscheidung 5 é6d - 6d 1
soft feces / weicher Kot 3 4m - 6&d
moist anus / feuchter, After 2 5d - &d
narrowed palpebral fissure / verengte Lidspalte 2 5d - &d
1400 animal died / Tier gestorben 2 1d -
mg/kg piloerection / gestriubtes Fell S 2h30 - &d 2
apathy / Apathie S 1im - 6&d 2
decreased motility / verminderte Motilitit 5 23m - 4d 2
spastic gait / spastischer Gang 3 4h - 4d 1
spasmodic state / Verkrampfung 1 1h45 - 4h 1
labored breathing / erschwerte Atmung S 16m - 4d 2
increased excretion of urine / vermehrte Urinausscheidung 3 3d - 4d
soft feces / weicher Kot 5 1im - 2d
narrowed palpebral fissure / verengte Lidspalte 1 1h - 1d
1600 animal died / Tier gestorben 2 1id -
mg/kg piloerection / gestriubtes Fell S th - 9d 2
apathy / Apathie 5 1h - 10d 2
decreased motility / verminderte Motilitst 5 th - &d 2
spastic gait / spastischer Gang 5 th - &d 2
temporary tremor / zeitweise Zittern 2 2d - 2d 2
labored breathing / erschwerte Atmung 3 1h - &d 2
soft feces / weicher Kot S th - 3d
moist anus / feuchter After 3 3d - é&d
narrowed palpebral fissure / verengte Lidspalte 4 th4s - 3d

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitit 1=weak/schwach, 2=moderate/miBig 3=strong/stark
* NOA/AnZ. = Number of animals showing symptom / Anzahl der Tiere mit dem Symptom
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LY 404 T4044105

Printing date/Druckdatum: 10.02.1993

Dose Symptom NOA* Duration Int.
Dosis — : Anz. Dauer

Test article/Prifmuster: Ethyldl

male animals /7 ménnliche Tiere

1700 animal died / Tier gestorben 4 id - 2d
mg/kg piloerection / gestriubtes Fell 5 1h45 - 4d 2
apathy / Apathie 5 15m - 5d 2
decreased motility / verminderte Motilitat 5 20m - 3d 2
spastic gait / spastischer Gang 5 1héS - 3d 2
spasmodic state / Verkrampfung 1 15m - 55m 1
labored breathing / erschwerte Atmung 5 15m - 4d 1

soft feces / weicher Kot 5 55m - 3d

narrowed palpebral fissure / verengte Lidspalte 5 20m - 2d

2000 asnimal died / Tier gestorben 5 id -

‘mg/kg piloerection / gestréubtes Fell 5 1h30 - 1d 2
apathy / Apathie 5 17m - 1d 2
decreased motility / verminderte Motilitéit 5 32m - 1d 2
spastic gait / spastischer Gang 5 1h1s - 1d 2
labored breathing / erschwerte Atmung 5 1his - 1d 2
soft feces / weicher Kot 5 32m - 1d
moist anus / feuchter After 1 3h30 - 1d
narrowed palpebral fissure / verengte Lidspalte 5 3m - 1d

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitét 1=weak/schwach, 2=moderate/miBig 3=strong/stark
* NOA/Anz. = Number of animals showing symptom / Anzahl der Tiere mit dem Symptom
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“\-LLJA.U& T4044105

Printing date/Druckdatum: 26.04.1993

Dose Symptom NOA* Ouration Int.
Dosis . . __ _ - Anz. Dauer

2

Test article/Prifmuster: Ethylst

female animals / weibliche Tiere

100 moist anus / feuchter After 5 4h - 1d
mg/kg

1000 animal died / Tier gestorben 1 2d -
mg/kg piloerection / gestriubtes Fell 5 2hi15 - 6&d 2
apathy / Apathie 5 50m - 8d 2
decreased motility / verminderte Motilitat S 50m - 4d 2
spastic gait / spastischer Gang 5 Sh - 5d 1
temporary tremor / zeitweise Zittern 1 cad- 2 2
labored breathing / erschwerte Atmung 3 2d - 3d 1
soft feces / weicher Kot 3 55m - 2d
shavings discolored red-brown / Spéne rot-braun verfirbt 4 3d - 3d
. 1250 animal died / Tier gestorben 1 ed -
mg/kg piloerection-/ gestriubtes Fell 5 1h30 - 8d 2
pallor / Blésse 1 4d - 8d 1
apathy / Apathie 5 2im - 9d 2
decreased motility / verminderte Motilitat 5 34m - 8d 3
spastic gait / spastischer Gang S 34m - 9d 2
prostration / Bauchlage 1 2d - 2d
spasmodic state / Verkrampfung 1 2d - 3d 2
temporary tremor / zeitweise Zittern 1 2d - 2d 1
decelerated breathing / verlangsamte Atmung 1 2d - 2d
labored breathing / erschwerte Atmung 5 1h15 - 5d 1
soft feces / weicher Kot 5 3m - 1d
moist anus / feuchter After S 3h45 - 5d
narrowed palpebral fissure / verengte Lidspalte 3 46m - 1d
shavings discolored red-brown / Spédne rot-braun verfirbt 4 3d - 3d
1600 animal died / Tier gestorben 4 2d - 3d
mg/kg piloerection / gestriubtes Fell 4 1hé5 - &d 2
pallor / Blisse 1 4d - Sd
pallor / Blésse 1 7d - 8d
apathy / Apathie 5 1h15 - 8d 2
decreased motility / verminderte Motilitit 5 1h15 - 4d 2
spastic gait / spastischer Gang 4 th1s - &d - 2
spasmodic state / Verkrampfung 2 2d - &d 2
temporary tremor / zeitweise Zittern 2 2d - 3d 2
labored breathing / erschwerte Atmung 5 1h15 - 4d 2
moist anus / feuchter After 2 2d - 3d
narrowed palpebral fissure / verengte Lidspalte 4 1h45 - 3d
shavings discolored red-brown / Spéne rot-braun verfirbt 3 3d - &d

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitit 1=weak/schwach, 2=moderate/miBig 3=strong/stark
* NOA/Anz. = Number of animals showing symptom / Anzahl der Tiere mit dem Symptom
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Ethylsl

T4044105

INDIVIDUAL ANIMAL SYMPTOMS / TIERINDIVIDUELLE SYMPTOME

Y

Printing date/Druckdatum: 10.02.1993

Dose Animal Symptom Duration Int.
Dogis Tier Dauer
Test article/Prifmuster: éthylal
male animals / minnliche Tiere
100 21 moist anus / feuchter After 3h4S - 1d
mg/kg
22 moist anus / feuchter After 3h45 - 1d
23 moist anus / feuchter After 3h45 - 1d
24 moist anus / feuchter After 3h45 - 1d
25 moist anus / feuchter After 3h45 - 1d
1000 1 piloerection / gestriubtes Fell 2h15 - ad 2
mg/kg piloerection / gestréubtes Fell 4d - 6d 1
apathy / Apathie 35m - 7d 2
decreased motility / verminderte Motilitéat 35m - 2d 1
spastic gait / spastischer Gang S5h - 2d 1
spastic gait / spastischer Gang 4d - 4d 1
accelerated breathing / beschleunigte Atmung 5d - 6&d 1
increased excretion of urine / vermehrte Urinausscheidung 6d - éd 1
soft feces / weicher Kot 44m - 1d
narrowed palpebral fissure / verengte Lidspalte 5d - 6d
2 piloerection / gestriubtes Fell 2h15 - 2d 2
apathy / Apathie 35m - Sd 2
decreased motility / verminderte Motilitédt 35m - 1d 1
spastic gait / spastischer Gang 5h - 1d 1
increased excretion of urine / vermehrte Urinausscheidung é6d - 6d 1
3 piloerection / gestriubtes Fell 2h15 - &d 2
apathy / Apathie 35m - 9d 2
decreased motility / verminderte Motilitit 35m - 2d 1
spastic gait / spastischer Gang Sh - 2d 1
increased excretion of urine / vermehrte Urinausscheidung 6d - 6d 1
soft feces / weicher Kot 44m - 2d
4 piloerection / gestriubtes Fell 2h15 - &d 2
apathy / Apathie 35m - 9d 2
decreased motility / verminderte Motilitit 35m - 6d 1
spastic gait / spastischer Gang 5h - &d 2
labored breathing / erschuerte Atmung 2d - &d 1
increased excretion of urine / vermehrte Urinausscheidung 6d - 6&d 1
moist anus / feuchter After 5d - 6&d
narrowed palpebral fissure / verengte Lidspalte 5d - 6d

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitét 1sweak/schwach, 2=moderate/mi8ig 3=strong/stark
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Ethylsl

T404410¢

Printing date/Druckdatum: 10.02.1993

Dose _ Animal Symptom Duration Int.
Qosis Tier Dauer
Test article/Prifmuster: Ethylél
male animals / miannliche Tiere
1000 5 piloerection / gestriubtes Fell 2h15 - 7d 2
mg/kg apathy / Apathie 35m - 9d 2
decreased motility / verminderte Motilitét 35m - &d 1
spastic gait / spastischer Gang 5h - 6d 1
increased excretion of urine / vermehrte Urinausscheidung 6d - 6d 1
soft feces / weicher Kot 44m - 6d
moist anus / feuchter After 5d - 6&d
1400 41 piloerection / gestridubtes Fell 4h - &d 2
mg/kg apathy / Apathie 1im - 6d 2
decreased motility / verminderte Motilitat 23m - 4d 1
spastic gait / spastischer Gang 3d - 4d 1
labored breathing / erschwerte Atmung 2d - 4d 1
increased excretion of urine / vermehrte Urinausscheidung 3d - 4d
soft feces / weicher Kot 1im - 2d
42 animal died / Tier gestorben 1d -
piloerection / gestriéubtes Fell 2h30 - 1d 2
apathy / Apathie 11m - 1d 2
decreased motility / verminderte Motilitit 23m - 1d 2
labored breathing / erschwerte Atmung 16m - 1d 2
soft feces / weicher Kot 16m - 1d
narrowed palpebral fissure / verengte Lidspalte th - 1d
43 piloerection / gestrdubtes Fell 3d - 5d 1
apathy / Apathie 11m - Sd 2
decreased motility / verminderte Motilitat 23m - 4d 1
spastic gait / spastischer Gang 4h - 4d 1
labored breathing / erschwerte Atmung 2d - 4d 1
increased excretion of urine / vermehrte Urinausscheidung 3d - 4d
soft feces / weicher Kot 2%9m - 2d
44 piloerection / gestriubtes Fell 2d - 4d 2
apathy / Apathie 1im - 6&d 2
decreased motility / verminderte Motilitit 23m - 4d 1
spastic gait / spastischer Gang 4h - 4d 1
Labored breathing / erschwerte Atmung 3d - 4&d 1
increased excretion of urine / vermehrte Urinausscheidung 3d - 4d
soft feces / weicher Kot 29m - 2d
45 animal died / Tier gestorben id -
piloerection / gestriubtes Fell 4h - 1d. 1
apathy / Apathie 1im - 1d 1
decreased motility / verminderte Motilitit 23m - 1d 1
spasmodic state / Verkrampfung 1h45 - 4h 1
labored breathing / erschwerte Atmung 2h30 - 1d 1
soft feces / weicher Kot 1h4é5 - 1d

m=minute/Minute, h=hour/Stunde, d=day/Tag

Int.= intensity/Intensitat 1=weak/schwach, 2=moderate/migig 3=strong/stark
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ETAYLOL 14044105

Printing date/Druckdatum: 10.02.1993

Dose Animal Symptom ' Duration Int.
Dosis Tier - Dauer
ad

Test article/Prifmuster: Ethyldl

male animals / minnliche Tiere

1600 11 piloerection / gestridubtes Fell 3h1S - S5d 1
mg/kg apathy / Apathie th - 10d .2
decreased motility / verminderte Motilitat th - 3d 1
spastic gait / spastischer Gang 3ht5 - Sd 1
temporary tremor / zeitweise Zittern 2d - 2d 2
soft feces / weicher Kot th - 2d
moist anus / feuchter After 3d - 3d
narrowed palpebral fissure / verengte Lidspalte 2d - 2d
12 piloerection / gestréubtes Fell 3h1S - &d 2
apathy / Apathie 1h - 10d 2
decreased motility / verminderte Motilitét - 1h - &d 2
spastic gait / spastischer Gang 3h15 - &d 2
temporary tremor / reitweise 2ittern 2d - 2d 2
labored breathing / erschwerte Atmung 1th - &d 1
soft feces / weicher Kot 1th - 3d
moist anus / feuchter After 4d - 6&d
narrowed palpebral fissure / verengte Lidspalte 2d - 2d
13 animal died / Tier gestorben id -
piloerection / gestriubtes Fell 3h15 - 1d 1
apathy / Apathie th - 1d 2
decreased motility / verminderte Motilitit 1th - 1d 1
spastic gait / spastischer Gang 3h15 - 1d 1
soft feces / weicher Kot 1th - 1d
14 piloerection / gestridubtes Fell th - 9d 2
apathy / Apathie th - 10d 2
decreased motility / verminderte Motilitit th - &d 2
spastic gait / spastischer Gang . th - &d 2
labored breathing / erschwerte Atmung 1h - &d 2
soft feces / weicher Kot 2d - 3d
moist anus / feuchter After 4d - &d
narrowed palpebral fissure / verengte Lidspalte 3h15 - 3d
15 animal died / Tier gestorben id -
piloerection / gestrdubtes Fell 3h15 - 1d 2
apathy / Apathie th - 1id 2
decreased motility / verminderte Motilitit th - 1d 2
spastic gait / spastischer Gang 1th - 1d 2
labored breathing / erschwerte Atmung th - 1d 2
soft feces / weicher Kot th - 1d
narrowed palpebral fissure / verengte Lidspalte 1h45 - 1d
1700 46 piloerection / gestriubtes Fell 1h4S - 4d 2
mg/kg apathy / Apathie 15m - S5d 2
decreased motility / verminderte Motilitat 55m - 3d 2
spastic gait / spastischer Gang 1h45 - 3d 2
spasmodic state / Verkrampfung 15m - S5m 1
labored breathing / erschwerte Atmung 15m - 4d 1
soft feces / weicher Kot 55m - 3d
narrowed palpebral fissure / verengte Lidspalte 20m - 1d

m=minute/Minute, h=zhour/Stunde, d=day/Tag
Int.= intensity/Intensitit 1=weak/schwach, 2=moderate/mifig 3=strong/stark
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Ethyl61l T4044105

Printing date/Druckdatum: 10.02.1993

Dose . _Animal Symptom ) Duration Int.
Desis Tier Dauer

Test article/Prifmuster; Ethylsl

male animals / miannliche Tiere

1700 47 animal died / Tier gestorben ad -
mg/kg piloerection / gestriaubtes Fell 1h4S - 2d 2
apathy / Apathie 15m - 2d 2
decreased motility / verminderte Motilitit 20m - 2d 2
spastic gait / spastischer Gang 1h45 - 2d 2
labored breathing / erschwerte Atmung 15m - 2d 1
soft feces / weicher Kot 55m - 2d
narrowed palpebral fissure / verengte Lidspalte Sh - 1d
48 animal died / Tier gestorben 2d -
piloerection / gestriaubtes Fell 1h4S - 2d 2
apathy / Apathie “15m - 2d 2
decreased motility / verminderte Motilitit 20m - 2d 2
spastic gait / spastischer Gang 1h4s - 2d 2
labored breathing / erschwerte Atmung 15m - 2d 1
soft feces / weicher Kot 55m - 2d
narrowed palpebral fissure / verengte Lidspalte Sh - 1d
49 animal died / Tier gestorben 1id -
piloerection / gestriubtes Fell 1h4s - 1d 2
apathy / Apathie 15m - 1d 2
decreased motility / verminderte Motilitit 20m - 1d 2
spastic gait / spastischer Gang 1h4S - 1d 2
labored breathing / erschuwerte Atmung 15m - 1d 1
soft feces / weicher Kot 55m - 1d
narrowed palpebral fissure / verengte Lidspalte Sh - 1d
50 animal died / Tier gestorben 2d -
piloerection / gestriubtes Fell 1h45 - 2d 2
apathy / Apathie 15m - 2d 2
decreased motility / verminderte Motilitat 20m - 2d 2
spastic gait / spastischer Gang 1h4S - 2d 2
labored breathing / erschwerte Atmung 15m - 2d 1
soft feces / weicher Kot 55m - 2d
narrowed palpebral fissure / verengte Lidspalte 20m - 2d
2000 31 animal died / Tier gestorben 1d -
mg/kg piloerection / gestriubtes Fell 1h30 - 1d 2
apathy / Apathie 17m - 1d 2
decreased motility / verminderte Motilitat : 32m - 1d 2
spastic gait / spastischer Gang 1h15 - 1d 1
labored breathing / erschwerte Atmung 1h15 - 1id. 2
soft feces / weicher Kot 32m - 1d
moist anus / feuchter After 3h30 - 1d
narrowed palpebrat fissure / verengte Lidspalte 3’m - 1d

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitit I=weak/schwach, 2=moderate/miBig 3=strong/stark
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mtny1o04 T4044105

Printing date/Druckdatum: 10.02.1993

Dose Animal Symptom _ Ouration Int.
Dosis™ Tier Dauer
-

Test article/Prdfmuster: Ethylél

male animals / mdnnliche Tiere

2000 32 animal died / Tier gestorben 1id -
mg/kg piloerection / gestréubtes Fell 1h30 - 1d 2
apathy / Apathie 17m - 1d 2
decreased motility / verminderte Motilitit 32m - 1d 2
spastic gait / spastischer Gang 3h30 - 1d 2
labored breathing / erschwerte Atmung 115 - id 2
soft feces / weicher Kot 40m - 1d
narrowed palpebral fissure / verengte Lidspalte 37m - 3h30
33 animal died / Tier gestorben . 1d -
piloerection / gestrdubtes Felt 1h30 - 1d 2
apathy / Apathie “17m - 1d 2
decreased motility / verminderte Motilitdt 32m - 1d 2
spastic gait / spastischer Gang 3h30 - 1d 2
labored breathing / erschwerte Atmung 1h15 - 1d 2
soft feces / weicher Kot 40m - 1d
narrowed palpebral fissure / verengte Lidspalte 37m - 1d
34 animal died / Tier gestorben id -
piloerection / gestriubtes Fell th30 - 1d 2
apathy / Apathie 17m - 1id 2
decreased motility / verminderte Motilitit 32m - 1d 2
spastic gait / spastischer Gang 1h1S - 1d 2
labored breathing / erschwerte Atmung th15 - 1d 1
soft feces / weicher Kot 40m - 1d
narrowed palpebral fissure / verengte Lidspalte th30 - 1d
35 animal died / Tier gestorben 1d -
piloerection / gestriubtes Fell 1h30 - 1d 2
apathy / Apathie 17m - 1d 2
decreased motility / verminderte Motilitdt 32m - 1d 2
spastic gait / spastischer Gang 1h1s - 1d 2
labored breathing / erschwerte Atmung th15 - 1d 1
soft feces / weicher Kot 40m - 1d
narrowed palpebral fissure / verengte Lidspalte 37m - 1d

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitit 1=weak/schwach, 2=moderate/miBig 3=strong/stark

29




Ethyldl T4044105

Printing date/Druckdatum: 26.0Q4.1993

Dose . _Animal Symptom Duration Int.
Qosis Tier ' Dauer

Test article/Prifmuster: Ethyldl

female animals / weibliche Tiere

100 26 moist anus / feuchter After 4h - 1d
mg/kg
27 moist anus / feuchter After 4h - 1d
28 moist anus / feuchter After 4h - 1d
29 moist anus / feuchter After 4h - 1d
30 moist anus / feuchter After 4h - 1d
1000 6 piloerection / gestriubtes Fell 2h15 - 5d 2
mg/kg apathy / Apathie 50m - 4d 2
decreased motility / verminderte Motilitat S0m - 1d 1
spastic gait / spastischer Gang Sh - 1d 1
soft feces / weicher Kot 55m - 1d
shavings discolored red-brown / Spine rot-braun verfirbt 3d - 3d
7 piloerection / gestriubtes Fell 2h15 - &d 2
apathy / Apathie S0m - 8d 2
decreased motility / verminderte Motilitat 50m - 4d 1
spastic gait / spastischer Gang Sh - 5d 1
labored breathing / erschwerte Atmung 2d - 3d 1
soft feces / weicher Kot 55m - 2d
shavings discolored red-brown / Spine rot-braun verfirbt 3d - 3d
8 piloerection / gestriubtes Fell 2h15 - 5d 2
apathy / Apathie 50m - 4d 2
decreased motility / verminderte Motilitit 50m - 3d 1
spastic gait / spastischer Gang Sh - 4d 1
labored br:ithing / erschwerte Atmung 2d - 3d 1
soft feces weicher Kot 2h15 - 2d
shavings d° >lored red-brown / Spdne r  braun verfir:t 3d - 3d
9 piloerecticn / gestriubtes Fell 2h15 - 1d
apathy / Apathie 50m - 4¢
decreased motility / verminderte Motilitit 50m - 1c¢ .
spastic gait / spastischer Gang Sh - 2d 1
shavings discolored red-brown / Spine rot-braun verfirbt 3d - 3d
10 animal died / Tier gestorben 2d -
piloerection / gestriubtes Fell 2h15 - 2d 2
apathy / Apathie 50m - 2d 2
decreased motility / verminderte Motilitit 50m - 2d 2
spastic gait / spastischer Gang Sh - 2d- 1
temporary tremor / zeitweise Zittern 2d - 2d 2
labored breathing / erschwerte Atmung 2d - 2d 1

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitit 1=weak/schwach, 2=moderate/miBig 3=strong/stark
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Ethylol T4044105

Printing date/Druckdatum: 10.02.1993

Dose = _Animal Symptom A Duration Int.
Dgsis Tier Dauer

Test article/Priifmuster: Ethylét

female animals / weibliche Tiere

1250 36 piloerection / gestriubtes Fell 1h30 - 3d 2
mg/kg apathy / Apathie 2im - &d 2
decreased motility / verminderte Motilitat 34m - 4d 2
spastic gait / spastischer Gang 34m - 8&d 2
temporary tremor / zeitweise Zittern 2d - 2d 1
labored breathing / erschwerte Atmung thi5 - 2d 1
soft feces / weicher Kot 34m - 1d
moist anus / feuchter After 3h45 - 1d
shavings discolored red-brown / Spdne rot-braun verférbt 3d - 3d
37 piloerection / gestriubtes fFell 1h30 - 4d 2
apathy / Apathie -21m - 8&d 2
decreased motility / verminderte Motilitat 34m - 4d 2
spastic gait / spastischer Gang 1h30 - 3d 2
labored breathing / erschwerte Atmung 1hi5 - 3d 1
soft feces / weicher Kot 34m - 1d
moist anus / feuchter After 3h4S5 - 1d
narrowed palpebral fissure / verengte Lidspalte 46m - 1d
shavings discolored red-brown / Spidne rot-braun verfiarbt 3d - 3d
38 piloerection / gestriubtes Fell 1h30 - 8d 2
pallor / Bldsse 4d - 8&d 1
apathy / Apathie 2im ¢ 9d 2
decreased motility / verminderte Motilitét 34m - 8d 2
spastic gait / spastischer Gang 34m - 9d 2
spasmodic state / Verkrampfung 2d - 3d 2
Ltabored breathing / erschwerte Atmung 1h15 - Sd 1
soft feces / weicher Kot 34m - id
moist anus / feuchter After 3h4S5 - 5d
shavings discolored red-brown / Spine rot-braun verfirbt 3d - 3d
39 animal died / Tier gestorben 2d -
piloerection / gestrdubtes Fell th30 - 2d 1
apathy / Apathie 21m - 2d 2
decreased motility / verminderte Motilitat 34m - 2d 3
spastic gait / spastischer Gang 34m - 1d 2
prostration / Bauchlage 2d - 2d
decelerated breathing / verlangsamte Atmung ed - 2d
labored breathing / erschwerte Atmung 1h1S - id 1
soft feces / weicher Kot 34m - 1d
moist anus / feuchter After 3h45 - 2d
narrowed palpebral fissure / verengte Lidspalte 46m - 3h45
40 piloerection / gestridubtes Fell 1h30 - 4d 1
apathy / Apathie 21m - Sd 2
decreased motility / verminderte Motilitit 34m - 3d 1
spastic gait / spastischer Gang 34m - 3d 2
labored breathing / erschwerte Atmung 1h15 - 2d 1
soft feces / weicher Kot ' 3m - 1d
moist anus / feuchter After 3h4S - 1d
narrowed palpebral fissure / verengte Lidspalte 46m - 3h4S
shavings discolored red-brown / Spéne rot-braun verfirbt 3d - 3d

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitit 1=weak/schwach, 2=moderate/miaBig 3=strong/stark
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Ltnyiod T4044105

Printing date/Druckdatum: 10.Q2.1993

Dose Animal Symptom Duration Int.
Dosis Tier ) Dauer
~ N

Test article/Prifmuster: Ethylsl

female animals / weibliche Tiere

1600 16 animal died / Tier gestorben 3d -

mg/kg piloerection / gestridubtes Fell 3h15 - 3d 2
apathy / Apathie 1h15 - 3d 2
decreased motility / verminderte Motilitat 1this - 3d 2
spastic gait / spastischer Gang 1h15 - 3d 2
temporary tremor / zeitweise Zittern . 2d - 3d 2
labored breathing / erschwerte Atmung 1h15 - 3d 1
moist anus / feuchter After 2d - 3d
narrowed palpebral fissure / verengte Lidspalte 1h45 - 3d
shavings discolored red-brown / Spine rot-braun verfirbt 3d - 3d

17 animal died / Tier gestorben ) 2d -
apathy / Apathie . th15 - 2d 2
decreased motility / verminderte Motilitat th15 - 2d 2
spastic gait / spastischer Gang 1h15 - 2d 1
spasmodic state / Verkrampfung ad - 2d 2
temporary tremor / zeitweise Zittern 2d - 2d 2
Labored breathing / erschwerte Atmung 1h15 - 2d 1
moist anus / feuchter After 2d - 2d
narrowed palpebral fissure / verengte Lidspalte th45 - 2d

18 animal died / Tier gestorben 2d -
piloerection / gestriubtes Fell 3h15 - 2d 2
apathy / Apathie 1h15 - 2d 2
decreased motility / verminderte Motiljtat 1hi5 - 2d 2
spastic gait / spastischer Gang 1h15 - 2d 2
Labored breathing / erschwerte Atmung 1h15 - 2d 2
narroved palpebral fissure / verengte Lidspalte th45 - 2d

19 piloerection / gestriubtes Fell 2d - 8d 2
pallor / Bliasse 4d - 5d
pallor / Blédsse 7d - 8d
apathy / Apathie 1h15 - 8d 2
decreased motility / verminderte Motilitit 1h15 - 4d 1
spastic gait / spastischer Gang 1h1S - 6d 1
spasmodic state / Verkrampfung 2d - 6d 1
labored breathing / erschwerte Atmung 1hi5 - 4d 2
shavings discolored red-brown / Spdne rot-braun verfirbt 3d - 6&d

20 animal died / Tier gestorben 3d -

i piloerection / gestridubtes Fell th45 - 3d 2
apathy / Apathie 1h15 - 3d 2
decreased motility / verminderte Motilitat 1h15 - 3d 2
tabored breathing / erschwerte Atmung 1h1s - 3d 2
narrowed palpebral fissure / verengte Lidspalte 1h45 - 3d
shavings discolored red-brown / Spdne rot-braun verfirbt 3d - 3d

m=minute/Minute, h=hour/Stunde, d=day/Tag
Int.= intensity/Intensitiit 1=weak/schwach, 2=moderate/miBig 3=strong/stark
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11.2. Kdrpergewichte/Body weights

Minnliche 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 rence#*
100 21 177 200 213 241 241 64
22 169 191 208 239 239 70
23 182 193 216 250 250 68
24 174 198 222 262 262 88
25 173 203 225 263 263 90
MW 175 197 217 251
S 4.8 4.9 6.8 11.3
1000 1 176 167 183 216 216 40
: 2 174 171 183 221 221 47
3 181 166 176 204 204 23
4 177 147 163 200 200 23
5 172 166 174 201 201 29
MW 176 163 176 208
S 3.4 9.4 8.2 9.5
1400 41 169 172 185 223 223 54
42 192+
43 184 182 204 245 245 61
44 191 183 203 246 246 55
45 171+
MwW 181 179 197 238
S 10.9 6.1 10.7 13.0
1600 11 176 162 170 184 184 8
12 169 154 159 i89 189 20
13 169+
14 174 165 180 198 198 24
15 179+
MW 173 160 170 190
S 4.4 5.7 10.5 7.1
MW Mittelwerte / mean values

n
i

Alle

*
i

Standardabweichung / standard deviation

Gewichte in Gramm (g) / all weights in gram (g)
Tier gestorben / animal died

Differenz Finalgewicht - Anfangsgewicht /
difference final weight - weight at the beginning
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11.2. Korpergewichte/Body weights

MdnnIiche 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 rence*
1700 46 177 165 185 219 219 42
47 173+ 177 4
48 177+ 168 -9
49 177+
50 182+ 183 1
MW 177 165 185 219
S 3.2 0.0 0.0 0.0
2000 31 174+
32 176+
33 169+
34 175+
35 174+
MW 174
S 2.7
Mittelwerte / mean values

2

Standardabweichung / standard deviation

Alle Gewichte in Gramm (g) / all weights in gram (q)
Tier gestorben / animal died

Differenz Finalgewicht - Anfangsgewicht /
difference final weight - weight at the beginning

*
I
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Korpergewichte/Body weights

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
100 26 172 193 196 201 201 29
27 182 197 203 209 209 27
28 181 198 195 200 200 19
29 179 182 186 189 189 10
30 174 188 190 194 194 20
MW 178 192 194 199
S 4.4 6.7 6.4 7.6
1000 6 183 178 190 198 198 15
7 173 161 175 201 201 28
8 172 176 192 193 193 21
9 181 171 187 198 i98 17
10 177+ 186 9
MW 177 172 186 198
S 4.8 7.6 7.6 3.3
1250 36 174 168 180 193 193 19
37 172 168 178 193 193 21
38 184 172 168 174 174 =10
39 180+ 177 -3
40 180 172 190 198 198 18
MW 178 170 179 190
S 4.9 2.3 9.0 10.6
1600 16 192+ 183 -9
17 178+ 187 °
18 185+ 202 17
19 183 175 191 210 210 27
20 186+ 120 4
MW 185 175 191 210
S 5.1 0.0 0.0 0.0
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
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11.3. Individual gross pathology findings

Male rats
Dose Ani- Time Sacri- Findings
mg/kg mal of ficed
No. death on
100 21 154 n.o.e
22 154 n.o.e
23 154 n.o.e
24 154 n.o.e
25 154 n.o.e
1000 1 154 One lobe of the liver

(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

2 154 One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contentsg
whitish-yellow

3 154 One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

4 154 One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

5 15d One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

1400 41 154 One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall
36




Individual gross pathology findings

Male rats

Dose
mg/kg

Ani-
mal
No.

Time Sacri-
of ficed
death on

Findings

1600

42

43

44

- 45

12

13

14

2d

154

154

2d

15d

15d

1d

154

Lungs spotty; liver

lobe edge (left lateral
lobe, intermediate part)
approx. 0.5 cm wide
discoloured beige-grey; kid-
neys pale, spotty., pelvis
reddened; clear vessel
markings of the stomach and
in mesentery; structure of
intestinal tract indistinct
One lobe of the liver

(left lateral lobe)

adhered to stomach, spleen
and abdominal wall

One lobe of the liver

(left lateral lobe)

adhered to stomach, spleen
and abdominal wall

Lungs, liver and spleen
spotty; renal pelvis
reddened; clear vessel
markings of the stomach and
in mesentery; structure of
intestinal tract indistinct
One lobe of the liver

(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

One lobe of the liver

{left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow, liver
slightly swollen

Kidney spotty, renal pelvis
reddened

One lobe of the liver

(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow, liver
slightly swollen
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Individual gross pathology findings

Male rats

Dose--
-mg/kg

Ani-
mal
No.

Time
of
death

Sacri-
ficed
on

Findings

1700

2000

15

47

48

49

50

31

32

33

1d

3d

3id

2d

3d

1d

14

14

38

154

Lungs slightly distended;
kidneys spotty, renal
pelvis reddened; intestinal
tract amorphous

One lobe of the liver

(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

Slightly red liquid in
thoracic cavity; abdominal
cavity highly decomposed,
not assessable

Slightly red liquid in tho-
racic cavity; liver and
spleen spotty; kidneys pale,
renal pelvis reddened;
stomach contents dark, almost
black

Lungs spotty; liver and
spleen spotty; kidneys pale,
renal pelvis reddened; in-
testinal tract amorphous
Slightly red liquid in
thoracic cavity; liver,
spleen and kidneys spotty;
distinct vessel markings of
stomach; stomach swollen
with food and wood chippings;
mucosa peeling in cardiac
part of the stomach

Liver, spleen and kidneys
spotty; renal pelvis
reddened; distinct vessel
markings of stomach and
intestinal tract

Liver, spleen and kidneys
spotty; renal pelvis
reddened; distinct vessel
markings of stomach and
intestinal tract

Liver, spleen and kidneys
spotty: renal pelvis
reddened; distinct vessel
markings of stomach and
intestinal tract
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Individual gross pathology findings

Male rats
Dose - Ani- Time Sacri- Findings
mg/kg mal . of ficed
No. death on
(cont'd)

34 14 Liver, spleen and kidneys
spotty: renal pelvis
reddened; distinct vessel
markings of stomach and
intestinal tract

35 14 Liquid in the lungs; liver,

spleen and kidneys spotty;
renal pelvis reddened;
distinct vessel markings of
stomach and intestinal tract

39




Individual gross pathology findings

Female rats

Dose - Ani- Time Sacri-
mg/kg mal of - ficed
No. death on

Findings

100 26 15d
27 15d
28 15d
29 15d
30 15d

1000 6 154

7 154

8 15d

9 15d

10 2d

= = e = B« |
O O0O0OO0Oo
® ® ®® O

One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-vellow

One lobe of the liver
{left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow '
Clear liquid in thoracic
cavity; renal pelvis slightly
reddened; stomach swollen
with wood chippings and
food, gastric gland
reddened; intestinal tract
filled with yellowish liquid
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Individual gross pathology findings

Female rats

‘Dose Ani-
mg/kg mal
No.

Time Sacri-
of ficed
death on

Findings

1250 36

37

38

39

40

15d

15d

15d

2d

15d

One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

One lobe of the liver
(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

One lobe of the liver
(left lateral lobe),
stomach, spleen.and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

Clear liquid in thoracic
cavity; liver slightly
swollen, clear marking of
the lobules, one lobe of
the liver (left lateral
lobe) partially dis-
coloured beige;

renal pelvis reddened; cle:
vessel markings of the
stomach; isolated

ulcerous foci in gastric
gland

One lobe of the liver
(left lateral lobe},
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow
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Individual gross pathology findings

Female rats

Daese-. Ani-
mg/kg mal
No.

Time

death

S
f

acri-
iced

on

Findings

1600 16

17

18

19

20

4d

2d

24

4d

154

Liver spotty, slight markinc
of the lobules; renal pelvi:c
reddened; gastric gland
slightly reddened, with
isolated ulcerous foci,
contents dark, almost black;
caecum reddened

Renal pelvis reddened;
cardiac part of the stomach
clear vessel marking

Clear liquid in thoracic
cavity; liver spotty; renal
pelvis reddened; animal
slightly decomposed

One lobe of the liver

(left lateral lobe),
stomach, spleen and left
kidney adhered to the ab-
dominal wall; cardiac part
of the stomach hardened,
mucosa thickened, contents
whitish-yellow

Clear liquid in abdominal
cavity; abdominal wall
discoloured yellow; liver
pale. clear marking of

the osbules, slightly

SWe. ‘n, one lobe of

the ver (caudate process)
disc. :oured yellow;

kidneys apparently enlarged,
dark, spotty; stomach
swollen with food and wood
chippings; intestinal

tract empty; bladder
swollen with clear liquid
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11.4. Analysenzertifikate/Analytical certificates
11.4T1: Freigabe/Approval

Bayer AG
PF-E/Netzplanstelle

Approval of Active Ingredient Sample
Actlve Ingredient Sample TOX 3291

Sample: Ethyl8l (O-Ethyl-thiophosphorsdurechlorid)

Product-No: 780286

Indication: Insecticide /Vorstufe

Batch No.: Ansatz 80327,10.6.92

Origin of sample: DR. D3SCHER, PF-P, ELB.

Responsible Analyst: Dr. Tengler Laboratory: ALD
Analytical Methods: GLC

Appcovals:
TOX Purity Approved Date of Comment
—_— uotil __ Asalysis
3291-00 93.80 % 2801.93 28.07.92

A reserve iamplc will be retained.
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11.4.2. Futterzusammensetzung/Composition of diet

ALTROMIN STANDARD DIETS u ‘
TOTALLY PATHOGENE FREE TPF® a

Maintenance Diet Rats/Mice intermational

Rohatihestolfe® Nutrients® AminosSuren®
__'—-]—l'
Rohprotein Crude protein 19,0 f‘Z"M
Rohfett Crude {at 4,0 Lysine 0,90
Rolvffaser Crude fiber 6,0 Methionine 0,30
Asche Ash 7,0 Cystine 0,30
Wasser Maisture 13,5 Phenylalanine 0,80
N-{rcie Exlraktstolfe Nitrogen-Iree extract 50,5 Tyrosine 0,60
Arginine 1,10
2) 2) Higstidine 0,40
Umsetzbare Encrgie” Metabalizable Energy Trypln?hane 0,20
Keat/ky Keal/kg 2.850,0 |reonine 9.60
~i/kg Mi/kg 1.9 Leucine 130
Valine 0.90
Minecalstafic® Minerais® Spureneiemente*®
Calcium Calcium 0,9 Trace elements¥™
Phosphor * Phophorus
Magnesium Magnesium g'; :ias:?‘af'/f;ﬂ:or:‘ganese 75,0
Naterium Sodium 0'2 ¢ 180,0
Katium Potassium ' Kupfer Copper 13,0
1,0 Zink Zinc 70.0
Jod lodine 0.9
Fluor Fluorine 15,0
Vitamine**®* Vitamins®**® Standard-Diel Standard-Oiet fortified
Vitamin A Vitamin A 15.000,0 U 25.000,0 U ~
Vitamin 03 Vitamin 03 600,0 IU 1.000,0 U
Vitamin € Vitamin E 75,0 mg 125,0 mg
Vitamin K3 Vitamin KJ 3,0 mg 5,0 mg
Vitamin B| Vitamin Bl 18,0 mg 30,0 mg
Vitamin 82 Vitamin 82 12,0 mg 20,0 mg
Vitamin 86 Vitamin 86 9,0 mg 15,0 mg
Vitamin 812 Vitamin B|2 24,0 mcg 40,0 mcg
Nikotins&ure Nicotinic acid 36,0 mg 60,0 mg
Pantothensliure Pantothenic acid 21,0 mg 35,0 mg
Folsliure Folic acid 2,0 mg 3,0 mg
Biotin Biolin 60,0 mcqg 100,0 mcg
Cholin Choline 600,0 mg 1.000,0 mg
Vitamin C Vitamin C 36,0 mg 60,0 mg
. % In der Didt (Mittelwert) / average % content in the diet

ne mg in | kg Diit (Mitteliwerl) / average mg content in | kg diet
°**  Zusatlz in | kg 0ist / addilive in | kg diet

1} EG-Emplehiung / EC recommended

2) berechnet / calculated

ALTROMIN Standard-Didten garantieren groBte Sicherheit bel Versuchen
ALTROMIN Standard Diets warrant experimental safety
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§ % UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
és, s WASHINGTON, D.C. 20460 |
4@

Donaid W. Lamb, Ph.D.

Vice President, Product Safety & Regulatory Affairs OFFICE OF
Miles, Inc. *msm? Aﬁ;om
Mobay Road

Pittsburgh, Pennsylvania 15205-9741

MAR 0 1 1394

This letter formally acknowledges EPA's receipt of information - .
submitted by your organization under Section 8(e), the
ngubstantial risk® information reporting provisiom of the Toxic
Substances Control Act (TSCA). For your reference, copies of the
first page(s) of your submission(s) are enclosed and display the
TSCA Section 8(e) Document Control Number (i.e., SEMg~0000-0000
Init.) assigned by EPA to your subnission(s). Please refer to
this cited number when submitting follow-up or supplemental
information.

Please note that all submitted correspondence will be placed in

the public files unless caonfidentiality is claimed according to

the procedures outlined in Part X of EPA's TSCA Section 8(e)
 policy statement (43 FR 11110, March 16, 1978).

Confidential submissions submitted pursuant to the TSCA Section
8(e) Compliance Audit Program (CAP) should already contain
information supporting confidentiality claims, because
substantiation of CBI claims is required at the same time the
8(e) CAP is submitted to EPA. (If not done so already, please
ensure that this information is provided to the Agency). When
substantiating any/all claims, answer the gquestions detailed in
the following attachment.

inissions, any contidentiality claims should be
suhmission of information as described in the
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