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1 Statement of subject matter and purpose for which the monograph was
prepared

1.1 Purpose for which the monograph was prepared (Dossier Document
A)

This monograph is submitted to support first inclusion of the new active substance
pyraclostrobin in Annex I of the Council Directive 91/414/EEC.

1.2 Summary and assessment of information relating to collective
provision of dossiers (Dossier Document B)

As BASF is the only notifier of the active ingredient Pyraclostrobin, there is no relevance.

1.3 ldentity of the active substance (Annex I1A 1) (Dossier Documents J,
K-11 and L-I1)

1.3.1 Name and address of applicant(s) for inclusion of the active substancein Annex |
(Annex 1A 1.1)

BASF Aktiengesellschaft
Agricultural Center

Product Registration Management
P.O. Box 120

D-67141 Limburgerhof

Contact person: Dr. Henning Regenstein
Tel.: +49 621 60 274 13
Fax: +49 621 60 276 04

1.3.2 Common name and synonyms (Annex I 1A 1.3)

Pyraclostrobin (ISO, proposed).

1.3.3 Chemical name (Annex I1A 1.4)

IUPAC: methyl N-(2-{[1-(4-chlorophenyl)-1H-pyrazol-3-ylJoxymethyl}phenyl) N-methoxy
carbamate

CAS: Carbamic acid, [2-[[[1-(4-chlorophenyl)-1H-pyrazol-3-yl]oxy]methyl]phenylJmeth-
oxy-, methyl ester
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1.3.4 Manufacturer'sdevelopment code number (Annex 1A 1.5)

BAS 500 F, LAB 304428, Reg. No. 304428, PS 304428.

1.35 CAS, EEC and CIPAC numbers(Annex |IA 1.6)

CAS: 175013-18-0
CIPAC: 657
EEC: not assigned

EINECS: not assigned

1.3.6 Molecular and structural formulae, molecular mass (Annex 1A 1.7)

Molecular formular: Cj9 Hig C1 N3 Oy
Molecular mass: 387.82 g/mol

Structural formula:

1.3.7 Manufacturer or manufacturersof the active substance (Annex [1A 1.2)

BASF Aktiengesellschaft
Agricultural Center

Product Registration Management
P.O. Box 120

D-67141 Limburgerhof

Contact person: Dr. Karl Zoller
Production Crop protection

Tel.: +49 621 60 791 46
Fax: +49 621 60 795 19

1.3.8 Method or methods of manufacture (Annex I1A 1.8)

Confidential information, see Annex C.

1.3.9 Specification of purity of the active substance (Annex 1A 1. 9)

> 950 g/kg (based on the analysis of material produced in a pilot plant).
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1.3.10 Identity of isomers, impurities and additives (Annex I1A 1.10)

Confidential information, see Annex C.

1.3.11 Analytical profile of batches (Annex I1A 1.11)

Confidential information, see Annex C.

1.4 Identity of the plant protection product (Annex I1A 3.1; Annex I11A 1)
(Dossier Documents J, K-11, L-I1, K-I11, and L- I11) (to be included for
each preparation for which an Annex |11 dossier was submitted)

141 Current, former and proposed trade names and development code numbers
(Annex 111A 1.3)

Trade name: “BAS 500 00 F”, preliminary designator

(country specific alternatives are under consideration)

Code number: Plant protection product: BAS 500 00 F
Preliminary descriptor: BAS 500 AE F
Active Substance: BAS 500 F
BASF internal No.: Reg. No. 304428

1.4.2 Manufacturer or manufacturers of the plant protection product (Annex I11A 1.2)

BASF Aktiengesellschaft
Crop Protection Division

P.O.Box 1 20

67114 Limburgerhof

Germany

Contact person: Dr. Karl Zoller
Production Crop Protection
Tel. No.: (0)6 21/60-7 91 46
Fax No.: (0)6 21/60-7 95 19

143 Typeof the preparation and code (Annex I11A 1.5)

Emulsifiable concentrate (EC)
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1.4.4 Function (Annex 1A 3.1; Annex I11A 1.6)

Fungicide.

1.45 Composition of the preparation (Annex I11A 1.4)

Confidential information, see Annex C.

1.5 Use of the plant protection product (Annex I1A 3.2to 3.4; Annex I11A
3.1t0 3.7, 3.9, 12.1) (Dossier Documents C, D, and E) (to be included
for each preparation for which an Annex |11 dossier was submitted)

151 Fiedof use(Annex|IA 3.3; Annex111A 3.1)

Pyraclostrobin will be used as a fungicide in viticulture and on turf.

15.2 Effectson harmful organisms (Annex I1A 3.2; Annex 111A 3.2)

Pyraclostrobin is a fungicide belonging to the group of strobilurins. The biochemical mode of
action of the strobilurins is the inhibition of mitochondrial respiration resulting from a
blockage of the electron transport from ubihydroquinone to cytochrome ¢ by means of a
binding to the ubihydroquinone oxidation centre (Qo) to the cytochrome bc; complex
(Complex III). This leads to a reduction of energy-rich ATP that is available to support a range
of essential processes in the fungal cell.

Pyraclostrobin is active against fungal development stages both on the plant surface and
within the tissues. Pyraclostrobin has a protective as well as an eradicative/curative action.

Pyraclostrobin is selective on a wide range of dicotyledonous and monocotyledonous crop
species.

153 Summary of intended uses (Annex I1A 3.4, Annex I11A 3.3t03. 7, 3.9)
List of uses supported by data (see Vol. 1, Chapter 2.8.3.1)

1.5.4 Information on authorisationsin EU Member States (Annex I11A 12.1)

Pyraclostrobin is a new active substance in the EU Member States.
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2 Reasoned statement of the overall conclusions

2.1 ldentity

2.1.1 ldentity

All points (Annex II and III) have been addressed and the information supplied is acceptable.

2.1.2 Physical and chemical properties

Pyraclostrobin, chemical name (IUPAC) methyl N-(2-{[1-(4-chlorophenyl)-1H-pyrazol-3-
ylJoxymethyl}phenyl) N-methoxy carbamate is a new fungicidal active ingredient. It
represents a modification of the structure pattern of natural fungicides called strobilurins.

The TAS is a dark brown solid (solidified melt) at room temperature with a moderate aromatic
odour, the PAS is a white to light beige odourless crystalline solid with a melting point of
63.7-65.2 °C. The active substance is soluble in water (1.9 mg/L) without dissociation. The
solubility in organic solvents is: slightly in n-heptane, moderately in 2-propanol, 1-octanol and
olive oil, readily soluble in methanol acetone, ethyl acetate, acetonitrile, dichloromethane and
toluene.

There are no high flammability, explosivity, or oxidizing properties of any concern.

BAS 500 00 F is a dark yellow emulsifiable concentrate with a moderate naphthalene like
odour. It has neither explosive nor oxidising properties. The flash point is 98 °C. Its pH-value
of 6.35 + 0.5 lies within the naturally occurring range. The results of the accelerated storage
test and the shelf life test confirm its stability at least two years under practical and
commercial conditions. Its technical properties indicate no particular problems when used as
recommended.

2.1.3 Detailsof usesand further information

2.1.3.1 Detailsof uses

Pyraclostrobin is a fungicide belonging to the group of strobilurins. The biochemical mode of
action of the strobilurins is the inhibition of mitochondrial respiration resulting from a
blockage of the electron transport from ubihydroquinone to cytochrome ¢ by means of a
binding to the ubihydroquinone oxidation centre (Qo) to the cytochrome bc; complex
(Complex III). This leads to a reduction of energy-rich ATP that is available to support a range
of essential processes in the fungal cell.

Pyraclostrobin is active against fungal development stages both on the plant surface and
within the tissues. Pyraclostrobin has a protective as well as an eradicative/curative action.
Pyraclostrobin is selective on a wide range of dicotyledonous and monocotyledonous crop
species.
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2.1.3.2 Further information

Information on handling, storage, transport or fire, destruction or decontamination, and
emergency measures for the active substance as manufactured and information on packaging,
cleaning procedures, handling, storage, transport or fire, emergency measures, and procedures
for destruction or decontamination for the emulsion concentrate have been supplied and are
acceptable.

2.1.4 Classification and labelling

The following is proposed in accordance with the latest classification and labelling guidance
under Directive 67/548/EEC (i.e. in the 18th ATP published as Directive 93/21/EEC):

Pyraclostrobin (= BAS 500 F): active substance

Hazard symbol: T; N
Indication of danger: Toxic; dangerous to the (aquatic) environment
Risk phrases: R 23 Toxic by inhalation

R 38 Irritating to skin

R 50/53 Very toxic to aquatic organisms

May cause long-term adverse effects in the aquatic environment

Reasons for classification
For justification of R 23 see B 6.2.3 INHALATION
For justification of R 38 see B.6.2.4 SKIN IRRITATION

The following is proposed in accordance with Directive 78/631/EEC in combination with the
latest classification and labelling guidance under Directive 67/548/EEC (i.e. in the 18th ATP
published as Directive 93/21/EEC):

BAS 500 00 F: preparation

Hazard symbol: Xn, N
Indication of danger: Harmful
Risk phrases: R 20 Harmful by inhalation
R 22 Harmful if swallowed
R 36 Irritating to eyes
R 38 Irritating to skin
R 50/53 Very toxic to aquatic organisms

May cause long-term adverse effects in the aquatic environment

(R 65 Harmful: may cause lung damage if swallowed)
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Reasons for classification

For justification of R 20 see B 6.11.3 INHALATION

For justification of R 22 see B 6.11.1 ORAL

For justification of R 36 see B 6.11.5 EYE IRRITATION

For justification of R 38 see B.6.11.6 SKIN IRRITATION

For justification of R 65 see B.6.13 TOXICOLOGICAL DATA ON NON ACTIVE
SUBSTANCES

(The notifier stated that, based on physical
properties of the product, the risk phrase R65
from Solvesso should not be transferred to the
classification of the product.)

2.2 Methods of analysis

2.2.1 Analytical methodsfor analysis of the active substance as manufactured

Analytical methodology is available for the determination of the active substance and the
impurities in the technical material as manufactured.

Pyraclostrobin in the technical active substance is determined by a HPLC external standard
method on a reversed phase column with UV detection.

10 impurities in the technical active substance are determined by a HPLC method on a
reversed phase column with UV detection. The residual solvent is quantified by head space
gas chromatography with flame ionisation detection. Another impurity is quantified by solid-
phase microextraction coupled to GC/MS.

All methods are fully validated.

2.2.2 Analytical methodsfor formulation analysis

Analytical methodology is available for the determination of the active substance in the EC
formulation.

Pyraclostrobin in the EC formulation is determined by a HPLC external standard method on a
normal phase column with UV detection.
The method is fully validated.

2.2.3 Analytical methodsfor residue analysis

For the assessment of the analytical methods for the determination of pyraclostrobin residues
the following criteria were used:
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- The submitted methods enable the enforcement of the following relevant residue limits (at
the time of evaluation):

plants and plant products 0.05 mg/kg proposed MRL for other products of plant origin

milk 0.01 mg/kg proposed MRL

meat, fat, eggs 0.05 mg/kg proposed MRL

soil 0.05 mg/kg general limit

drinking water 0.1 pg/L  EU drinking water limit

surface water 3 ug/lL  NOEC of Daphnia magna as most sensitive species

air 6 ug/m* based on a proposed systemic AOEL of 0.02 mg/kg
bw

- Mean recovery rates at each fortification level in the range of 70 to 110% with a relative
standard deviation of < 20%

- No interfering blanks (< 30% of the LOQ)

- Methods must employ the simplest approach, involve the minimum cost, and require
commonly available equipment.

- The enforcement method for food must be suitable for the determination of all compounds
included in the residue definition (see 2.4.1), using an additional confirmatory method if
appropriate.

- The enforcement methods for environmental matrices must be able to analyse for all
compounds of toxicological and/or ecotoxicological significance in soil, water and air (see
2.5.1), using an additional confirmatory method if appropriate.

Methods for the determination of metabolites are not needed, because pyraclostrobin is
considered as the only relevant analyte for monitoring purposes.

According to these criteria adequate analytical methods are available for the determination of
pyraclostrobin in plant material, food of animal origin, soil, drinking water, surface water and
air.

Analytical methods for body fluids are not submitted. Because of the classification of the
active substance as T the lack of an appropriate method is considered as an essential data gap.

TableB.2.2-1:  Analytical methodsfor the determination of residues

Matrix Method Limit of quantification Reference
crops wheat (grain, straw, LC-MS-MS 0.02 mg/kg Reinhard and
forage), grapes, Mackenroth,
peanut, orange 1999
wheat (grain, straw, HPLC-UV 0.02 mg/kg Abdel-Baky
forage), grapes, peanut, and Riley, 2000
orange
products yeast, malt, pot barley LC-MS-MS 0.02 mg/kg Reinhard  and
Mackenroth,
1999
milk HPLC-UV 0.01 mg/kg Kampke-Thiel,
1999
muscle, liver, kidney, HPLC-UV 0.05 mg/kg Kampke-Thiel,

fat, eggs 1999
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Matrix Method Limit of quantification Reference
soil HPLC-UV 0.01 mg/kg Ziegler, 1998
LC-MS 0.01 mg/kg Zangmeister, 19
99
water drinking, surface HPLC-UV 0.05 ng/l Zangmeister,
2000
drinking, surface LC-MS-MS 0.05 ng/l Zangmeister,
1999
air HPLC-UV 0.3 v g/m3 Zangmeister,
1999

2.3 Impact on human and animal health

2.3.1 Effects having relevance to human and animal health arising from exposure to
the active substance or to impurities contained in the active substance or to ther
transfor mation products

2.3.1.1 Metabolism/ Toxicokinetics

Following oral administration of either a single low (5 mg/kg bw) or a high dose (50 mg/kg
bw) to rats, pyraclostrobin [Methyl-N-(2-((1-(4-chlorophenyl)-1H-pyrazol-3-yl)oxymethyl-
phenyl)-N-methoxy carbamate; BAS 500 F] was rapidly absorbed from the gastrointestinal
tract. However, oral absorption is incomplete and accounts for approximately 50% or even
less of the dose. This percentage was estimated by summing up the amount of urinary and
biliary excretion.

The elimination process was nearly completed after 120 hours with the major part of
radioactivity being excreted within the first 48 hours irrespective of dose, dosing regimen
(single versus repeated administration) or sex. About 11-15% of the applied radioactivity was
eliminated via the urine while excretion via the faeces accounted for 80 — 90% of the dose.
However, 35% of the radioactivity was actually eliminated from the body via the bile. Initial
half-lives were approximately 10 h, terminal half-lives ranged between 20 and 37 h. A
comparison of AUC values for both dose levels suggests nearly linear kinetics.

Tissue distribution determination revealed highest amounts of radioactivity in the GI tract,
followed by liver. All other tissues had residues similar to or less than the concentrations in
plasma. Although this compound is lipophilic, there is no evidence of accumulation. Most
likely, this is due to extensive metabolism and rapid and effective excretion.

The systemically available portion was rapidly and intensively metabolised with N-
demethoxylation being the quantitatively most important pathway. Phase I biotransformation
was further characterised by various hydroxylations, cleavage of the ether bond and further
oxidation of the two resulting molecule parts. Combinations of these reactions and the
conjugation of the resulting OH-groups with glucuronic acid or sulphate led to a large number
of observed metabolites. No major differences were observed with regard to sex and dose
level.

Dermal absorption of pyraclostrobin is poor. A skin penetration rate of 1% in humans should
be used for calculations but is still considered an overestimation.
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2.3.1.2 Acutetoxicity studies, local irritation and skin sensitising properties

In rats, pyraclostrobin was of low acute oral and dermal toxicity. No mortality occurred up to
the highest oral dose of 5,000 mg/kg bw although some signs of intoxication were observed.
The dermal LDsy, was greater than 2,000 mg/kg bw with no signs of systemic toxicity
occurring. In contrast, clear toxic properties of the active ingredient were noted in the
inhalation study in rats including severe symptoms of systemic poisoning and deaths.
Classification and labelling (T, R23) is considered necessary although, due to the physico-
chemical properties of pyraclostrobin, an acute inhalative risk for humans is not expected.

The compound produced mild skin irritation and should be labelled accordingly (Xi, R38).
Pyraclostrobin was not irritant to the eyes and was not a skin sensitiser in the Maximisation
test.

2.3.1.3 Short-term toxicity

The oral short-term toxicity of pyraclostrobin was investigated in rats, mice, and dogs.
Additionally, subacute dermal toxicity was examined in rats. The results of these studies are
summarised in Table 2.3-1.

Table2.3-1: Summary of short-term toxicity studies
Study type/ species/ dose NOAEL .
levels (mg/kg bwid) LOAEL / Critical effects

4-week feeding 9/9.6 m/f 500 ppm:
Wistar rat [10 0 ppm] Effects on body weight, red blood cells, duodenum
0, 20, 100, 500, 1500 ppm and liver.
4-week dermal
Wistar rat >250 (systemic)
0, 40, 100, 250 mg/kg bw/d

250 mg/kg bw/d: No systemic toxicity.
40 mg/kg bw/d: Signs of local irritation.

500 ppm:

3-month feeding Reduced body weight and food consumption,

Wistar rat 10.7/12.6 m/f effects on clinical-chemical parameters, liver
0, 50, 150, 500, 1000, [150 ppm] p ’
hypertrophy, and mucosal hypertrophy of the
1500 ppm
duodenum.
50 ppm:
<9.2/12.9 m/f Reduced body weight (gain) and increased urea

3-month feeding
B6C3F1 mouse

0, 50, 150, 500, 1000,
1500 ppm

[<50/50 ppm m/f] values in males.
At higher dose levels, adverse effects in the

(ca. 4, m[30 ppm], gastrointestinal tract, on red blood cells, on white
carcinogenicity study) | blood cells and lymphatic organs, as well as on
adrenals, liver and kidney.

3-month feeding 450 ppm: . . .
Beagle dog 5.8/6.2 m/f B(.)d.y weight I.OSS in females, vomltus, d1arrhqea,
0, 100, 200, 450 ppm [200 ppm] clinical-chemical and hematological changes in
’ ’ ’ females, hypertrophy of the duodenal mucosa.
400 ppm:
12- month feeding 5.4/5.4 m/f Reduced body weight and food consumption
Beagle dog ['2 00 'ppm] (females); vomitus, diarrhoea; hemoglobin and

0, 100, 200, 400 ppm hematocrit decreased (females); increase of white

blood cells and platelets (males).

m: males; f: females
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The signs of toxicity, as observed in the three species tested, were comparable. The critical
clinical effects were reduction of body weight and body weight gain in all three species. In
dogs, vomitus and diarrhoea occurred additionally. The target organ in all three species was
the duodenum, showing mucosal hypertrophy, which was characterised by an increased ratio
of cytoplasm to the nuclei in the villi, and by hyperplastic changes in the epithelial cells.
Furthermore, some clinical chemical and haematological parameters were affected suggesting,
together with pathological findings, minor adverse effects on the blood and the liver.

For rats, a short-term NOAEL of 150 ppm (10.7 mg/kg bw/d) has been established. For dogs,
the short-term NOAEL is 200 ppm, equivalent to about 6 mg/kg bw/d, based on the 3-month
and 1-year feeding study in this species.

For female mice, the no observed adverse effect level was 50 ppm (12.9 mg/kg bw/d).

For males, the NOAEL in the 3-month mouse study was lower than 50 ppm (9.2 mg/kg bw/d).
Taking into consideration all available data for this species, a NOAEL of 30 ppm (ca 4 mg/kg
bw/d) can be established for male mice based on the body weight data after 91 days from the
carcinogenicity study. This dose is also considered the lowest relevant NOAEL for overall
short-term oral toxicity.

In a 4-week dermal toxicity study in rats, no substance related systemic toxicity was detected
up to the highest dose tested (250 mg/kg bw/d) whereas local effects were seen at all dose
levels.

2.3.1.4 Genotoxicity studies

Pyraclostrobin was evaluated for its potential genotoxicity in vitro using bacterial and
mammalian cell mutagenicity tests, a chromosome damage (clastogenicity) test and an
unscheduled DNA synthesis (UDS) test. In vivo, the test substance was assessed for the
induction of micronuclei in mice. The results of these studies unequivocally demonstrated the
absence of a genotoxic effect.

2.3.1.5 Long-term toxicity / carcinogenicity studies

A chronic toxicity study in rats and two carcinogenicity studies in rats and mice were
performed with pyraclostrobin and failed to provide evidence of a carcinogenic effect.
Restricted to the high doses, body weight and body weight gain were decreased in all studies,
mostly accompanied by a diminished food consumption.

In the carcinogenicity study in rats, liver cell necrosis occurred in males. Additionally, in the
chronic toxicity study in rats, alanine aminotransferase and alkaline phosphatase values were
decreased at the high dose. A toxicological significance of these reduced enzyme activities is
equivocal.

The overall NOAEL as obtained from the chronic/carcinogenicity studies in rats (males and
females combined) and the carcinogenicity study in mice is about 4 mg/kg bw/d (see Table
2.3-2).
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Table2.3-2: Summary of long-term toxicity studies
: NOAEL -
Study type/ species/ dose levels (mg/kg bw/d) LOAEL / Critical effects

24.—month chronic toxicity 3 4/4.6 m/f 200 ppm: .

Wistar rats [75 ppm] Reduced body weight.

0, 25,75, 200 ppm pp No increase in tumour incidences.

. - 200 ppm:

24'-month carcinogenicity 3.4/4.7 m/f Reduced body weight, reduced food

Wistar rats [75 ppm] consumption (m), liver cell necrosis (m)

0, 25, 75, 200 ppm pp P! > :
Not carcinogenic.

18-month carcinogenicity )

B6C3F1 mice 4.1/4.8 m/f lgi% o l(;:éf) 8;1 fft’ ppm (D:

0, 10, 30, 120 ppm (m, f), [30 ppm] u y weight.

180 ppm (f)

Not carcinogenic.

2.3.1.6 Reproductivetoxicity / developmental (teratogenicity) studies

The reproduction toxicity of pyraclostrobin was investigated in a two-generation reproduction
study in rats as well as in teratogenicity studies in rats and rabbits.

The results of the reproduction toxicity studies are summarised in [Table 2.3-3

Table 2.3-3: Summary of reproduction toxicity studies

Study type/ species/ dose levels

NOAEL

LOAEL / Critical effects

2-generation study
Wistar rats

0, 25, 75, 300 ppm

Parental toxicity:
ca 8.2 mg/kg bw/d

[75 ppm]

Reproductive toxicity:

300 ppm:

Parental toxicity: reduced food consumption
and body weight gain;

Reproductive toxicity: reduced pup body
weight gain, organ weight changes and a delay

Developmental toxicity
Himalayan rabbits (1% study)

0, 5, 10 and 20 mg/kg bw/d;
days 7-28

Maternal toxicity:
<5 mg/kg bw/d

Developmental toxicity:

5 mg/kg bw/d

ca 8.2 mg/kg bw/d in female pup development (F1 litters only).
[75 ppm] No adverse effects on fertility.
Developmental toxicity Maternal toxicity: 25 mg/kg bw/d:
Wistar rats 10 mg/kg bw/d Maternal toxicity: reduced food consumption
and body weight (gain).
0, 10, 25 and 50 mg/kg bw/d; Developmental toxicity: | 50 mg/kg bw/d:
days 6-19 25 mg/kg bw/d Developmental toxicity: increased variations.
5 mg/kg bw/d:

Maternal toxicity: reduced food consumption,
reduced body weight gain.

10 mg/kg bw/d:

Developmental toxicity: skeletal malformations
increased; at 20 mg/kg bw/d increase in
resorptions and postimplantation losses;
reduced number of live fetuses.

Developmental toxicity
Himalayan rabbits (2" study with
special regard to maternal effects)

0, 1, 3, 5 mg/kg bw/d;
days 7-28

Maternal toxicity:
3 mg/kg bw/d

Developmental toxicity:

5 mg/kg bw/d

5 mg/kg bw/d:

Maternal toxicity: reduced food consumption,
reduced body weight gain.

No evidence of developmental toxicity (limited
range of parameters investigated).
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Fertility was not affected up to the highest dose level of 300 ppm (ca 32.6 mg/kg bw/d) in the
two-generation study. The NOAEL concerning parental toxicity in this study was 75 ppm
(approximately 8.2 mg/kg bw/d) for FO and F1 animals, and this was also the NOAEL for
reproductive toxicity in the F1 and F2 litters. Offspring effects were confined to reduced body
weight gain and associated changes of organ weights. A single developmental landmark
(vaginal opening) was delayed in F1 pups only at 300 ppm suggesting a possible retardation in
female pup development.

In the prenatal toxicity study in rats, developmental toxicity was observed at the highest dose
tested (50 mg/kg bw/d), based on increased incidences of several soft tissue and skeletal
variations inside the range of the historical control values. The high and intermediate dosages
were clearly toxic to the dams as demonstrated by a marked reduction in body weight gain.
Thus, the NOAEL for maternal toxicity was established at 10 mg/kg bw/d, and the
developmental NOAEL was 25 mg/kg bw/d.

In the first rabbit prenatal toxicity study, developmental toxicity was observed in the presence
of severe maternal toxicity suggesting a higher vulnerability of this species. Maternal toxicity
was proven by clear reduction of body weight gain and a lower food consumption at 5 mg/kg
bw/d and above. Prenatal toxicity was substantiated by embryolethality resulting in elevated
postimplantation losses and a reduction in the mean number of live fetuses/doe at 20 mg/kg
bw/d. At 10 and 20 mg/kg bw/d, increased incidences of skeletal malformations outside the
historical control range of this laboratory were observed although this finding did not reach
statistical significance. The NOAEL for developmental toxicity was 5 mg/kg bw/d. A clear
NOAEL for maternal toxicity could not be established and, therefore, a further rabbit study
was performed by the notifier on request of the Rapporteur. In this second study, a lower food
consumption and an initial impact on body weight gain was confirmed in the does receiving
the highest dose of 5 mg/kg bw/d. The medium dose of 3 mg/kg bw/d was considered the
maternal NOAEL. There were no indications of fetal effects in this study, however, the range
of parameters investigated was rather limited since the focus of this additional study was on
maternal toxicity.

2.3.1.7 Neurotoxicity / Delayed neurotoxicity studies

No indications of a specific neurotoxic potential of pyraclostrobin were observed in rats
neither in an acute nor in a subchronic neurotoxicity study. There was also no evidence of
neurotoxicity coming from any other of the toxicological studies.

2.3.1.8 Further toxicological studies

Three groundwater metabolites of pyraclostrobin were tested for their ability to cause gene
mutations and proved all negative in the Ames test.

2.3.1.9 Human Data

Since pyraclostrobin is a new compound, human data and experience are very limited.
No poisoning incidents have been reported so far. With regard to the toxicological profile of
pyraclostrobin, serious health problems are not anticipated.
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2.3.2 ADI

The ADI should be based on the overall chronic NOAEL of 4 mg/kg bw/day as established in
the long-term studies in rats and mice. According to the comprehensive toxicological
database, the compound has no genotoxic or carcinogenic potential, is not teratogenic and
does not affect fertility. Therefore, the standard assessment factor of 100 is considered
appropriate.

The calculation results in a proposed ADI of:
0.04 mg/kg bw.

This ADI value is in agreement with the proposal of the notifier.

233 AOEL

The AOEL is usually derived on the basis of so-called mid-term toxicity studies, i.e. the
subacute/subchronic or teratogenicity studies. For pyraclostrobin, the lowest relevant oral
NOAEL established in studies of these types was 4 mg/kg bw/day which is mainly based on
body weight data in male mice but also supported by results obtained in the other subchronic
studies as well as by the maternal findings in the developmental toxicity studies in rabbits.

For establishing the systemic AOEL, the oral absorption rate of approximately 50% must be
taken into account. Because of the toxicological profile of pyraclostrobin and in accordance
with current EU assessment practice, the standard assessment factor of 100 should be applied
resulting in a systemic AOEL of 0.02 mg/kg bw/day.

The notifier had proposed a systemic AOEL of 0.08 mg/kg bw/day using a lower assessment
factor of 25.

2.3.4 ARID (acutereference dose)

The long-term as well as oral short-term toxicity studies with pyraclostrobin suggest an
overall NOAEL of 4 mg/kg bw/day. This is also supported by the outcome of the
teratogenicity studies in rabbits since the LOEL for maternal toxicity was 5 mg/kg bw/day.
Thus, it is considered most appropriate to derive also the ARfD on this basis resulting in a
proposed value of

0.04 mg/kg bw.

In contrast, the notifier had proposed to derive the ARfD from the 4-week study in rats
resulting in a numerical value of of 0.09 mg/kg bw. However, the range of parameters
investigated in this study was rather limited. Moreover, the evidence of maternal effects in
both rabbit developmental toxicity studies at a dose level of 5 mg/kg bw/day does not allow to
accept this proposal.

2.3.5 Drinking water limit

The determination of a MAC value is not necessary, because according to Directive
91/414/EC only the ADI and AOEL values have to be determined. Therefore, the



-19-
Pyraclostrobin — Level 2: Reasoned statement of the overall conclusion 01 August 2001

establishment of a maximum admissible concentration for drinking water from an ADI value
is not yet confirmed by a harmonised EU proposal. In addition to that, the maximum
admissible concentration of an active substance is 0.1 pg/l, as established by the Directive
80/778/EEC.

2.3.6 Impact on human or animal health arising from exposure to the active substance
or to impurities contained in it

A comprehensive toxicological database was developed for pyraclostrobin. The acute oral and
dermal toxicity was low. In contrast, inhalative toxicity was high but is not considered a
significant hazard. There was no evidence of a mutagenic, carcinogenic, neurotoxic or
teratogenic potential, and reproductive performance was not affected. The NOAEL in chronic
studies and the lowest NOAEL in short-term studies were 4 mg/kg bw.

Harmful effects on the health of operators, bystanders, workers, or consumers, are not
expected when the plant protection product is used in accordance with good plant protection
practice.

The potential operator exposure was estimated for the intended use of BAS 500 00 F. On the
basis of the German model without PPE, the estimated systemic exposure to pyraclostrobin
accounts for up to 14.4% of the proposed systemic AOEL. In the calculation on the basis of
the UK-POEM without PPE, the exposure was 54.3% of the AOEL. In view of the
recommended application technique in combination with Good Agricultural Practice (GAP)
bystanders may be exposed only incidental, i.e. briefly and to relatively low quantities of spray
compared to an operator. Therefore, it is not likely that the potential exposure of bystanders
will exceed the AOEL.

The active substance intake by consumers was estimated according to the BBA guideline. The
theoretical maximum daily intake (TMDI) accounted for only a part of the ADI which
represents a large margin of safety for consumers.

In view of the recommended uses and application techniques, harmful effects on the health of
domestic or wild animals are not to be expected.

2.4 Residues

2.4.1 Deéefinition of theresiduesrelevant to MRLS

Plants

The metabolism in plants was investigated in grapes, wheat and potatoes. The metabolic
pattern is similar in all three crop groups. Therefore the metabolism in plants is considered to
be proofed.

The residue consists only of two quantitative relevant compounds: parent pyraclostrobin and
the desmethoxymetabolite BF 500-3 (500 M07)

Due to the fact that the residue level is significant higher for pyraclostrobin than for the
metabolite and that BF 500-3 (500 M07) is main metabolite in the animal metabolism too, the
residue definition for plants is proposed as parent compound only.

Residue definition: Pyraclostrobin
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Livestock

The metabolism and distribution of radioactive labelled pyraclostrobin was investigated in
lactating goats and laying hens.

After administration of the test compound, most of the radioactivity was excreted. There was
no indication of accumulation of '*C-pyraclostrobin in goat milk, eggs and tissues. The total
radioactive residues in the edible portions were low.

The parent compound pyraclostrobin was main residue in nearly all samples under
investigation. First step in the metabolism is the desmethoxylation at the oxime ether bond
(metabolite BF 500-3 (500 M07)). Further minor metabolites are the result of reactions on BF
500-3 (500 M07).

Residue definition: Pyraclostrobin

24.2 Resduesrelevant to consumer safety

Chronic risk assessment

Estimates of the chronic dietary intake for pyraclostrobin were carried out on basis of the
WHO European regional diet and of the German diet.

The intake was compared with the proposed ADI (0.04 mg/kg bw / day)

TMDI (WHO European diet 1998): 0.0048 mg/kg bw/day — 11.9 % of the proposed ADI
TMDI (German diet, 4-6 years old girl): 0.0034 mg/kg bw/day — 8.5 % of the proposed ADI

Acuterisk assessment

Estimates of the acute dietary intake for pyraclostrobin were carried out for relevant uses
using consumption data from UK. For pyraclostrobin the only use relevant for acute risk
assessment is the use in grapes.

The intake was compared with the proposed ARfD (0.04 mg/kg bw / day).

Grapes:
NESTI (UK, adult): 0.0097 mg/kg bw - 24.4 % of the proposed AR{D
NESTI (UK, toddler): 0.0392 mg/kg bw — 98.1 % of the proposed ARfD

24.3 Resduesrelevant toworker safety

The possible amount of residues to which a worker may be exposed was calculated (B.6.14.3).
Based on the given assumption, the systemic worker exposure would be 0.0048 mg/kg bw/d
for the person not wearing PPE and 0.00024 mg/kg bw/d for the person wearing PPE. This
corresponds to 24% and 1.2% of the proposed AOEL, respectively.

Therefore, the estimated exposure to pyraclostrobin during re-entry operations does not
present an undue risk to the worker also if no PPE is worn. But it should be noted that a re-
entry of treated areas/crops should not be performed before the spray deposit is completely

dry.
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2.4.4 Proposed EU MRLsand compliance with existing MRLs

Proposed MRL’ s based on an assessment of the GAP and residue data submitted

Commodity proposed MRL Data requirements
[mg/kg]

grapes 2 none

wheat, rye, triticale 0.1 none

barley, oats 0.2 further trials with barley from southern

Europe

other products of 0.02 * none

plant origin

milk 0.01 * none

other products of 0.05 * none

animal origin

* indicates lower limit of quantification

245 Proposed EU import tolerances and compliance with existing import tolerances

Banana
For bananas a MRL on the LOD of 0.02 mg/kg can be proposed because no residues were
detected in all residue trials submitted.

24.6 Basisfor differences, if any, in conclusion reached having regard to established
or proposed CAC MRLs

There are currently (2001) no CODEX-MRL's fixed.

2.5 Fate and behaviour in the environment

2.5.1 Definition of theresiduesrelevant to the environment

According to the results presented, the parent compound is the only relevant residue for
quantification in soil, water, and air. pyraclostrobin is rapidly degraded in the environment
forming a number of metabolites. Some metabolites reached concentrations greater than 10%
TAR in some studies, however, they are transient and not biologically, ecotoxicologically or
toxicologically active.

25.2 Fateand behaviour in soil

The degradation of pyraclostrobin in aerobic soil studies is characterised by a rather low
mineralisation rate (about 5% TAR within 100 days) and a formation of high amounts of
bound residues (about 55% TAR within 100 days). The same metabolites, BF 500-6 and
BF 500-7, were found in all soil types. BF 500-6 generally exceeded 10% TAR (maximum
31% TAR), whereas BF 500-7 slightly exceeded 10% TAR only in one of all investigated
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soils. Bound residues increased with time and the major portion of radioactivity was
associated with insoluble humins and high-molecular humic acids. A release of pyraclostrobin
or metabolites could not be observed, neither with harsh extraction methods (NaOH) nor with
intensive activity of soil-eating animals (earthworms). Photolytical degradation leads to the
same degradation products, however, all metabolites were formed in amounts less than 10%
TAR. Under anaerobic conditions, a very fast de-methoxylation took place, forming the
metabolite BF 500-3 in high amounts (max. 96% TAR within 7 days). This reaction is
supposed to be the first step also in the aerobic soil degradation, however, in aerobic soil the
further reaction to BF 500-6, BF 500-7 and bound residues is too fast to detect this short-lived
intermediate. In anaerobic soil, however, the further reactions of BF 500-3 are slowed down
considerably.

Pyraclostrobin is degraded in soil under laboratory conditions with DTso-values ranging from
12 to 137 days for five microbially active soils. Higher soil moisture generally accelerates the
degradation. Photolysis does not significantly influence the degradation rate, however, reduces
the amounts of the metabolites BF 500-6 and BF 500-7. In field studies, the DTsg-values of
pyraclostrobin are lower, in a range between 14 and 85 days and mean of 26.1 days (1* order
estimations). The DTyo-values in the field were 49 to 114 days (mean of 86.6 d).

The soil metabolites have DTsp-values in the laboratory studies ranging from 60 to 166 days
for the BF 500-6 and 38 to 159 days for the BF 500-7. (The high values for the BF 500-7 were
calculated for soils, in which the metabolite was formed in amounts <10% TAR).

Under field conditions however, the metabolites BF 500-3 and BF 500-7 could not be detected
at all. Only the metabolite BF 500-6 was found sporadically in trace amounts close to the
quantification limit. All the results presented indicate that pyraclostrobin and its metabolites
are moderately stable in an active soil environment.

Adsorption and column leaching studies clearly show that there is no risk of displacement into
deeper soil layers or leaching into the groundwater neither for pyraclostrobin nor for the
metabolites BF 500-3, BF 500-6 and BF 500-7. The minimum K,-value found during all
experiments for all compounds and tested soil types was 3000 ml/g. Even under worst case
laboratory leaching conditions (unaged as well as aged soil column leaching), all radioactivity
remained in the upper soil layer and no radioactivity could be found in the leaches.
Pyraclostrobin as well as its metabolites can be classified as non-mobile in soil and therefore,
no lysimeter or field leaching study was performed.

2.5.3 Fateand behaviour in water

Pyraclostrobin is hydrolytically stable at pH 5 and 7. Only with pH 9, a very slightly
degradation could be observed.

Since pyraclostrobin is very UV-susceptible, the degradation pathways obtained with the
water/sediment study performed in the dark and the aqueous photolysis study are very
different. In the aqueous photolysis, numerous breakdown and rearrangement products are
formed (about 38), whereas in the water/sediment study a very fast binding to the sediment
occurred. Under outdoor conditions, both factors together (photolysis and sediment
adsorption) are influencing the degradation of pyraclostrobin in a natural water body.
Therefore a study was performed, where a water/sediment system was incubated under
conditions simulating the light and temperature regime of the major application period for the
active substance (May-July). This study showed that besides about 15 minor degradation
products, 3 metabolites were formed in the water in amounts >10% TAR (BF 500-11,
chlorophenyl-ring split off; BF 500-13, des-methoxy-derivative of BF 500-11; BF 500-14,
rearrangement product of the active substance). In the sediment, only the metabolite BF 500-3,
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known from the anaerobic soil studies, exceeded 10% TAR. All metabolites are degrading
with half-life times of 20 days (BF 500-11), 31 days (BF 500-13, value taken from the
aqueous photolysis study), 14 days (BF500-14) and 99 days (BF 500-3). The active substance
pyraclostrobin had a DTsp-value of 5 days in the water and 4 days in the sediment.

For the evaluation of the active substance the water/sediment study conducted according to the
current guideline ( in the dark) was considered. The active substance disappears quickly from
the water phase at the begin of the incubation period. This process slows down with time. The
DTS50 values established according to 1** order kinetics was 8.7 days.

All these results show that in case pyraclostrobin reaches the water, it disappears from the
water phase either by fast photolytical reactions or by adsorption to the sediment.

2.5.4 Fateand behaviour in air

Volatilisation studies from plant and soil surfaces showed a very low potential for the active
substance to be displaced into the atmosphere. Even if small amounts of pyraclostrobin reach
the troposphere, the half-life would be very short. The photochemical half-life for reactions
with OH-radicals was determined to be less than 2 hours.

2.6 Effectson non-target species

2.6.1 Effectson terrestrial vertebrates

The toxicity of pyraclostrobin to mammals and birds is low. Taking into account the intended
use then even under worst case assumptions all toxicity-exposure-ratios are above the Annex-
VI-triggers, i.e. the risk to terrestrial vertebrates is acceptable.

Acute toxicity to mammals: LDso >5000 mg/kg bw
Long-term toxicity to mammals: NOAEL 75 ppm

(Reproductive NOAEL from rat multi-generation study)

Acute toxicity to birds: LDsy >2000 mg/kg bw
Dietary toxicity to birds: LCsp >5000 ppm
Reproductive toxicity to birds: NOEL 1000 ppm

2.6.2 Effectson aquatic species

A data package in accordance with the requirements of Annexes II and III of Directive
91/414/EEC has been submitted for the active substance pyraclostrobin (BAS 500 F), relevant
metabolites and the formulated product (BAS 500 00 F). The data are considered sufficient for
a final risk assessment.

The active substance pyraclostrobin is highly toxic to fish and aquatic invertebrates, whereas
green algae are less sensitive. The formulated product BAS 500 00 F has a comparable acute
toxicity to Oncorhynchus mykiss, Daphnia magna and Scenedesmus subspicatus when
compared to the effects of the active substance. Fish are clearly identified as the most
sensitive test organisms. The dose/response relationship observed in acute toxicity tests with
seven fish species is very steep. The ratio of acute to chronic effects is almost 1. Therefore the
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lowest NOEC of 2.3 ug as/L (98 d carly life-stage study with Oncorhynchus mykiss) is
considered to be relevant for the risk assessment.

The TER value calculated on the basis of a PECyy, initial Of 3.827 pg as/L in a distance of 3 m
to a waterbody (scenario: grapevines, 3 x 0.1 kg as/ha in 12 d interval) indicates a risk to fish
species, which requires adequate risk mitigation measures (i.e. buffer zones) to be set at
Member State level.

Compared to the active substance the three major metabolites (BF 500-11, BF 500-13 and BF
500-14) proved to be far less toxic to the standard test species. Potential effects therefore are
considered to be covered by the risk mitigation measures to be set for the active substance.

2.6.3 Effectson beesand other arthropod species

2.6.3.1 Effectson bees

There has been performed a test with a formulated product (BAS 500 00F, 247.86 g as/L) and
with the active substance. The obtained LDsp-values by oral uptake and contact are standing
for a low toxicity to bees. The hazard quotients calculated on the basis of LDsg-values and the
highest amount of as/ha indicate a low risk for bees, when the product is used as intended.

2.6.3.2 Effectson other arthropod species

According to the data submitted some sublethal effects for plant dwelling species (e.g.
Chrysopa carnea and Typhlodromus pyri) cannot be ruled out for the in-field situation.
However, these effects are not unacceptable as lethal effects were very low in Chrysopa
carnea and recovery was demonstrated from field studies for Typhlodromus pyri.

It is therefore established in the light of current scientific and technical knowledge and as laid
down in the SETAC/ESCORT ”Guidance document on regulatory testing procedures for
pesticides with non-target arthropods” (Barrett et al., 1994), that the use of pyraclostrobin as
outlined in this monograph has no unacceptable influence on non-target arthropods,
represented by species of four ecological groups.

2.6.4 Effectson earthwormsand other soil macro-organisms

The studies on pyraclostrobin, the product BAS 500 00 F and the metabolites BAS 500-6 and
BAS 500-7 indicate that the acute and the chronic toxicity to earthworms is low. The acute
and long term TERs are above the relevant Annex VI triggers.

Three field studies on either the formulation BAS 500 00 F or BAS 500 01 F were conducted
and resulted in the overall conclusion that the risk for earthworms was acceptable, although
there were some effects on earthworms in one study. These appeared mainly with the
maximum application rate, which does not take into account vegetation cover of the soil
during application. Therefore effects are considered acceptable.
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Acute toxicity to earthworms: LCso 565.9 mg as/kg (pyraclostrobin)
LCsp 281.8 mg product/kg (BAS 500 00 F)
Reproductive toxicity to earthworms: NOEC 1 L product/ha (corresponds to 0.443 mg
as’kg)

A study on release of bound residues showed that no release of soil bound residues by
earthworms was observed and that the concentration in earthworms was lower than the total
radioactive concentration in soil.

2.6.5 Effectson soil micro-organisms

The influence of the EC formulation BAS 500 00 F on the microbial activity is in case of one-
and ten-fold application rate (1 and 10 L/ha) < 25 % in comparison with untreated soil. Also
the two metabolites (BF 500-6 and BF 500-7) have no lasting effects on carbon- and nitrogen
conversion.

When applying BAS 500 00 F containing plant protection products according to the
recommended pattern of use no lasting effects on microbial activities are to be expected.

2.6.6 Effectson other non-target organisms (flora and fauna)

Greenhouse studies on vegetative vigour were conducted with BAS 500 00 F with 3 mono-
and 3 dicotyledonous species. The application rates tested corresponded to 160 g and 480 g
as/l. No significant effects on weight and phytotoxicity were observed. Therefore it can be
concluded that no risk for terrestrial non-target plants is likely to occur.

2.6.7 Effectson biological methods of sewage treatment

A significant inhibition of respiration was not observed up to the highest tested concentration
of 1000 mg/L. An effect on the biodegradation process of activated sludge is not to be
expected.

2.7 Overall conclusion (metabolism schemes)

2.7.1 Toxicology (laboratory animals)
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Figure2.7-1: Metabolic pathway of pyraclostrobin in rats
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2.7.2 Residues (plant, plant products, livestock animals)

Figure 2.7-2: M etabolic pathway of pyraclostrobin in grapes
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Figure2.7-3: M etabolic pathway of pyraclostrobin in potatoes
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Figure 2.7-4: M etabolic pathway of pyraclostrobin in wheat
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Figure 2.7-5: M etabolic pathway of pyraclostrobin in the goat
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Figure 2.7-6: M etabolic pathway of **C-pyraclostrobin in laying hens
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2.7.3 Fate and behaviour in the environment (soil, water, air)

Figure 2.7-7:

Proposed route of degradation of pyraclostrobin in soil
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Figure 2.7-8: Proposed route of degradation of pyraclostrobin in water during
aqueous photolysis
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Figure 2.7-9: Proposed route of degradation of pyraclostrobin in water and
sediment under realistic outdoor conditions
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Table2.7-1: List of major metabolitesfound in soil, water and sediment
Code Active substance Residue definition relevant to the environment
BAS 500 F C'\© i The active substance pyraclostrobin is relevant for the compartments soil, water (including ground- and
T g 00 surface water), sediment and air
M etabolites Occurrencein Assessment of therelevance
Code Structural formula Soil/Water/Sediment T oxicology Ecotoxicology Biological activity
BF 500-6 ﬂqﬁ Soil:max. 31 % after 120 d Not found in rats* No unacceptable effects | Not relevant
@FQ observed in soil micro-
’ flora and earthworms
BF 500-7 QJJ@ Soil: max. 13 % after 62 d Not found in rats No unacceptable effects | Not relevant
@ Doy, observed in soil micro-
) flora and earthworms
BF 500-3 \@ P p Soil: max. 85 % after 14 d Occurring in rat faeces | Detectable in significant | Not relevant
T T, (tolyl-label), anaerobic (<6 %) =500M07 amounts only under
T conditions anaerobic conditions
Sediment: 12 % after 100 d
(pond system), 66 % after
14 d (river system)
BF 500-11 Water/photolysis study: 44.5 % | Not found in rats, Considerably less toxic | Not relevant
HN;Nj/O after 21 d (tolyl label) no indication of point |than parent compound to
= HsC\O/N\n/O\CHS mutations in vitro fish, daphnia and algae
o
BF 500-13 Water/photolysis study: 16.8 % |Not found in rats, Considerably less toxic | Not relevant
HN&/ © after 6 d (tolyl label) no indication of point |than parent compound to
= NSO en, mutations in vitro fish, daphnia and algae
()
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BF 500-14

Water/photolysis study: 14.8 %
after 6 h (tolyl label)

Not found in rats,
no indication of point
mutations in vitro

Considerably less toxic
than parent compound to
fish, daphnia and algae

Not relevant

BF 500-15

HO
N
N \; _ OH

Water/photolysis study: 27 %
after 1 day

Not found in rats

Not found in water/ sedi-
ment study (i.e. under
more realistic conditions)

Not relevant

500 M 58

HO
OH
QN&Q
N o
Lo,
(e]

Water/photolysis study: 20.3 %
after 1 d (tolyl label), 22.7
% after 6 h (chlorophenyl
label)

Not found in rats

Not found in water/ sedi-
ment study (i.e. under
more realistic conditions)

Not relevant
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2.8 Appendices

2.8.1 Appendix |: Standard terms and abbreviations

Part 1 Technical Terms

A ampere

ACH acetylcholine

AChE acetylcholinesterase

ADI acceptable daily intake

ADP adenosine diphosphate

AE acid equivalent

AFID alkali flame-ionisation detector or detection
A/G albumin/globulin ratio

ai active ingredient

ALDs approximate median lethal dose, 50 %
ALT alanine amitrotransferase (SGPT)
AMD automatic multiple development
ANOVA analysis of variance

AOEL acceptable operator exposure level
AP alkaline phosphatase

approx approximate

ARC anticipated residue contribution
ARfD acute reference dose

as active substance

AST aspartate aminotransferase (SGOT)
ASV air saturation value

ATP adenosine triphosphate

BCF bioconcentration factor

bfa body fluid assay

BOD biological oxygen demand

bp boiling point

BSAF biota-sediment accumulation factor
BSE bovine spongiform encephalopathy
BSP bromosulfophthalein

Bt Bacillus thuringiensis

Bti Bacillus thuringiensisisraelensis
Btk Bacillus thuringiensis kur staki

Btt Bacillus thuringiensis tenebrionis
BUN blood urea nitrogen

bw body weight

c centi- (x 107)

°C degree Celsius (centigrade)

CA controlled atmosphere

CAD computer aided design

CADDY computer aided dossier and data supply (an electronic dossier

interchange and archiving format)
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cd candela

CDA controlled drop(let) application
cDNA complementary DNA

CEC cation exchange capacity

cf confer, compare to

CFU colony forming units

ChE cholinesterase

Cl confidence interval

CL confidence limits

cm centimetre

CNS central nervous system

COD chemical oxygen demand

CPK creatinine phosphatase

cv coefficient of variation

Cv ceiling value

CXL Codex Maximum Residue Limit (Codex MRL)
d day

DES diethylstilboestrol

DFR dislodgeable foliar residue

DMSO dimethylsulfoxide

DNA deoxyribonucleic acid

dna designated national authority

DO dissolved oxygen

DOC dissolved organic carbon

dpi days past inoculation

DRES dietary risk evaluation system

DTso period required for 50 percent dissipation (define method of estimation)
DTyo period required for 90 percent dissipation (define method of estimation)
dw dry weight

DWQG drinking water quality guidelines

€ decadic molar extinction coefficient
ECs effective concentration

ECD electron capture detector

ECU European currency unit

EDsg median effective dose

EDI estimated daily intake

ELISA enzyme linked immunosorbent assay
e-mail electronic mail

EMDI estimated maximum daily intake
EPMA electron probe micro analysis

ERC environmentally relevant concentration
ERL extraneous residue limit

F field

Fo parental generation

F, filial generation, first

F, filial generation, second

FIA fluorescence immuno assay

FID flame ionisation detector

FOB functional observation battery
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fp
FPD

FPLC

GAP
GC
GC-EC
GC-FID
GC-MS
GC-MSD
GEP
GFP
GGT
GI

GIT
GL
GLC
GLP
GM
GMO
GMM
GPC
GPPP
GPS
GSH
GV

h

H

ha

Hb
HCG
Hct
HDT
hL
HEED
HID
HPAEC
HPLC

HPLC-MS
HPPLC
HPTLC
HRGC

Hs

Ht

|

Iso

freezing point

flame photometric detector

fast protein liquid chromatography

gram

glasshouse

good agricultural practice

gas chromatography

gas chromatography with electron capture detector
gas chromatography with flame ionisation detector
gas chromatography-mass spectrometry

gas chromatography with mass-selective detection
good experimental practice

good field practice

gamma glutamyl transferase

gastro-intestinal

gastro-intestinal tract

guideline level

gas liquid chromatography

good laboratory practice

geometric mean

genetically modified organism

genetically modified micro-organism
gel-permeation chromatography

good plant protection practice

global positioning system

glutathion

granulose virus

hour(s)

Henry's Law constant (calculated as a unitless value) (see also K)
hectare

haemoglobin

human chorionic gonadotropin

haematocrit

highest dose tested

hectolitre

high energy electron diffraction

helium ionisation detector

high performance anion exchange chromatography
high pressure liquid chromatography

or high performance liquid chromatography

high pressure liquid chromatography — mass spectrometry
high pressure planar liquid chromatography

high performance thin layer chromatography

high resolution gas chromatography
Shannon-Weaver index

haematocrit

indoor

inhibitory dose, 50 %

median immobilisation concentration
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ICM
1D
IEDI
IGR
im
inh
ip
IPM
IR
ISBN
ISSN
v
IVF

b

LAN
LASER
LBC
LC
LC-MS
LCso
LCA
LCLo
LC-MS-MS
LDsq
LDLo
LDH
LOAEC
LOAEL
LOD
LOEC
LOEL
LOQ
LPLC
LSC
LSD
LSS

LT

m

M

pm

MC

integrated crop management

ionisation detector

international estimated daily intake

insect growth regulator

intramuscular

inhalation

intraperitoneal

integrated pest management

infrared

international standard book number
international standard serial number
intravenous

in vitro fertilisation

kilo

Kelvin or Henry's Law constant (in atmospheres per cubic meter per
mole) (see also H)13

adsorption constant

apparent desorption coefficient

organic carbon adsorption coefficient
organic matter adsorption coefficient
kilogram

litre

local area network

light amplification by stimulated emission
loosely bound capacity

liquid chromatography

liquid chromatography-mass spectrometry
lethal concentration, median

life cycle analysis

lethal concentration low

liquid chromatography with tandem mass spectrometry
lethal dose, median; dosis letalis media
lethal dose low

lactate dehydrogenase

lowest observable adverse effect concentration
lowest observable adverse effect level
limit of detection

lowest observable effect concentration
lowest observable effect level

limit of quantification (determination)
low pressure liquid chromatography
liquid scintillation counting or counter
least squared denominator multiple range test
liquid scintillation spectrometry

lethal threshold

metre

molar

micrometer (micron)

moisture content
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MCH
MCHC
MCV
MDL
MFO
ng
mg
MHC
min
mL
MLT
MLD

NMR

NOAEC
NOAEL
NOEC
NOED
NOEL
NOIS
NPD
NPV
NR
NTE
oC
OCR
ODP
ODS
OM

op

mean corpuscular haemoglobin

mean corpuscular haemoglobin concentration
mean corpuscular volume

method detection limit

mixed function oxidase

microgram

milligram

moisture holding capacity

minute(s)

millilitre

median lethal time

minimum lethal dose

millimetre

month(s)

Mol

margin of safety

melting point

maximum residue expected

maximum residue limit or level
messenger ribonucleic acid

mass spectrometry

material safety data sheet

maximum tolerated dose

normal (defining isomeric configuration)
no adverse effect level

not detected

no effect daily intake (mg/kg body wt/day)
no effect level

no effect residue level

nanogram

nanometer

nuclear magnetic resonance

number

no observed adverse effect concentration
no observed adverse effect level

no observed effect concentration

no observed effect dose

no observed effect level

notice of intent to suspend
nitrogen-phosphorus detector or detection
nuclear polyhedrosis virus

not reported

neurotoxic target esterase

organic carbon content

optical character recognition
ozone-depleting potential
ozone-depleting substances

organic matter content
organophosphorus pesticide
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Pa
PAD
2-PAM
pc

PC
PCV
PEC
PECa
PECs
PECsw
PECgw
PED

PHED
PHI
PIC
pic
PIXE

PNEC
po

POP

ppb
PPE
ppm
ppp
ppq
ppt
PSP
PrT
PRL
PT
PTDI
PTT
QSAR

RBC
REI

RfD
RH
RLsg
RNA
RP
rpm
rRNA
RRT

Pascal

pulsed amperometric detection

2-pralidoxime

paper chromatography

personal computer

haematocrit (packed corpuscular volume)

predicted environmental concentration

predicted environmental concentration in air

predicted environmental concentration in soil

predicted environmental concentration in surface water
predicted environmental concentration in ground water
plasma-emissions-detector

pH-value

pesticide handler's exposure data

pre-harvest interval

prior informed consent

phage inhibition capacity

proton induced X-ray emission

negative logarithm (to the base 10) of the dissociation constant
predicted no effect concentration

by mouth (per os)

partition coefficient between n-octanol and water

persistent organic pollutants

parts per billion (10”)

personal protective equipment

parts per million (10°°)
plant protection product
parts per quadrillion (10
parts per trillion (10™'%)
phenolsulfophthalein
prothrombin time
practical residue limit
prothrombin time
provisional tolerable daily intake

partial thromboplastin time

quantitative structure-activity relationship
correlation coefficient

coefficient of determination

red blood cell

restricted entry interval

ratio of fronts

reference dose

relative humidity

residual lifetime

ribonucleic acid

reversed phase

reversed phase material

ribosomal ribonucleic acid

relative retention time

—24)
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RSD
S

SAC
SAP
SAR
SBLC
SC

SCe
SD
SE
SEM
SEP
SF
SFC
SFE
SIMS
SOP
sp
SPE
SPF
spp
sq
SSD
SSMS
STEL
STMR

tin
T;

TADI
TBC
TCD
TCLo
TID
TDLo
TDR
TER
TER;
TERgT
TER; 1
tert
TEP
TGGE
TIFF
TLC
Tlm
TLV
TMDI

relative standard deviation

second

strong adsorption capacity

serum alkaline phosphatase
structure/activity relationship

shallow bed liquid chromatography
subcutaneous

sister chromatid exchange

standard deviation

standard error

standard error of the mean

standard evaluation procedure

safety factor

supercritical fluid chromatography
supercritical fluid extraction

secondary ion mass spectroscopy
standard operating procedure

species (only after a generic name)
solid phase extraction

specific pathogen free

subspecies

square

sulphur specific detector

spark source mass spectrometry

short term exposure limit

supervised trials median residue

tonne (metric ton)

half-life (define method of estimation)
tri-iodothyroxine

thyroxine

temporary acceptable daily intake
tightly bound capacity

thermal conductivity detector

toxic concentration low

thermionic detector, alkali flame detector
toxic dose low

time domain reflectrometry

toxicity exposure ratio

toxicity exposure ratio for initial exposure
toxicity exposure ratio following repeated exposure
toxicity exposure ratio following chronic exposure
tertiary (in a chemical name)

typical end-use product

temperature gradient gel electrophoresis
tag image file format

thin layer chromatography

median tolerance limit

threshold limit value

theoretical maximum daily intake
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TMRC
TMRL
TOC
Tremcard
tRNA
TSH
TWA
UDS
UF
ULV
uv
\/A%
WBC
wk

wt

w/v

W/W
XRFA

IV VA AY

theoretical maximum residue contribution
temporary maximum residue limit
total organic chlorine

Transport emergency card
transfer ribonucleic acid

thyroid stimulating hormone (thyrotropin)
time weighted average
unscheduled DNA synthesis
uncertainty factor (safety factor)
ultra low volume

ultraviolet

volume ratio (volume per volume)
white blood cell

week

weight

weight per volume

weight per weight

X-ray fluorescence analysis

year

less than

less than or equal to

greater than

greater than or equal to

Part 2 Organisations and Publications

ACPA
ASTM
BA
BART
CA
CAB
CAC
CAS
CCFAC
CCGP
CCPR
CCRVDF
CE
CIPAC

COREPER
EC

ECB
ECCA
ECDIN

American Crop Protection Association

American Society for Testing and Materials

Biological Abstracts (Philadelphia)

Beneficial Arthropod Registration Testing Group
Chemical Abstracts

Centre for Agriculture and Biosciences International
Codex Alimentarius Commission

Chemical Abstracts Service

Codex Committee on Food Additives and Contaminants
Codex Committee on General Principles

Codex Committee on Pesticide Residues

Codex Committee on Residues of Veterinary Drugs in Food
Council of Europe

Collaborative International Pesticides Analytical
Council Ltd

Comité des Representants Permanents

European Commission

European Chemical Bureau

European Crop Care Association

Environmental Chemicals Data and Information of the European

Communities

01 August 2001
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ECDIS European Environmental Chemicals Data and Information System

ECE Economic Commission for Europe

ECETOC European Chemical Industry Ecology and Toxicology Centre

ECLO Emergency Centre for Locust Operations

ECMWF European Centre for Medium Range Weather Forecasting

ECPA European Crop Protection Association

EDEXIM European Database on Export an Import of Dangerous Chemicals

EHC (number) Environment Health Criteria (number)

EHCD Environmental Health Criteria Document

EINECS European Inventory of Existing Commercial Chemical Substances

ELINCS European List of New Chemical Substances

EMIC Environmental Mutagens Information Centre

EPA Environmental Protection Agency

EPO European Patent Office

EPPO European and Mediterranean Plant Protection Organisation

ESCORT European Standard Characteristics of Beneficials Regulatory Testing

EU European Union

EUPHIDS European Pesticide Hazard Information and Decision Support System

EUROPOEM European Predictive Operator Exposure Model

FAO Food and Agriculture Organisation of the UN

FOCUS Forum for the Co-ordination of Pesticide Fate Models and their Use

FRAC Fungicide Resistance Action Committee

GATT General Agreement on Tariffs and Trade

GAW Global Atmosphere Watch

GCOS Global Climate Observing System

GCPF Global Crop Protection Federation (formerly known as GIFAP)

GEDD Global Environmental Data Directory

GEMS Global Environmental Monitoring System

GIEWS Global Information and Early Warning System for Food and Agriculture

GIFAP Groupement International des Association Nationales de Fabricants de
Produits Agrochimiques (now known as GCPF)

GRIN Germplasm Resources Information Network

HRAC Herbicide Resistance Action Committee

IARC International Agency for Research on Cancer

IATS International Academy of Toxicological Science

IBT Industrial Bio-Test Laboratories

ICBB International Commission of Bee Botany

ICBP International Council for Bird Preservation

ICES International Council for the Exploration of the Seas

ICPBR International Commission for Plant-Bee Relationships

ILO International Labour Organisation

IMO International Maritime Organisation

IOBC International Organisation for Biological Control of noxious Animals
and Plants

IPCS International Programme on Chemical Safety

IRAC Insecticide Resistance Action Committee

IRC International Rice Commission

ISCO International Soil Conservation Organisation

ISO International Organisation for Standardisation
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IUPAC
JECFA
JFCMP

JMP
JMPR

NATO
NAFTA
NCI
NCTR
NGO
NTP
OECD
OLIS
PAN
RNN
RTECS
SCPH
SETAC
SI
SITC
TOXLINE
UN
UNEP
WCDP
WCP
WCRP
WEFP
WHO
WTO
WWF

International Union of Pure and Applied Chemistry
FAO/WHO Joint Expert Committee on Food Additives
Joint FAO/WHO Food and Animal Feed Contamination Monitoring
Programme

Joint Meeting on Pesticides (WHO/FAO)

Joint Meeting of the FAO Panel of Experts on Pesticide Residues in
Food and the Environment and the WHO Expert Group on Pesticide
Residues (Joint Meeting on Pesticide Residues)

North Atlantic Treaty Organisation

North American Free Trade Agreement

National Cancer Institute (USA)

National Centre for Toxicological Research (USA)
non-governmental organisation

National Toxicology Programme (USA)

Organisation for Economic Co-operation and Development
On-line Information Service of OECD

Pesticides Action Network

Re-registration Notification Network

Registry of Toxic Effects of Chemical Substances (USA)
Standing Committee on Plant Health

Society of Environmental Toxicology and Chemistry
Systeme International d'Unites

Standard International Trade Classification

Toxicology Information On-line

United Nations

United Nations Environment Programme

World Climate Data Programme

World Climate Programme

World Climate Research Programme

World Food Programme

World Health Organisation

World Trade Organisation

World Wide Fund for Nature
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2.8.2 Appendix II: Specific termsand abbreviations

PAS
TAS
DFR
TAR

pure active substance

technical active substance
dislodgeable foliar residue
total applied radioactivity
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Rapporteur Member State: Germany

2.8.3 Appendix I11: Listing of end points

2.8.3.1 Appendix I11.1: Chapter 1 (identity, physical and chemical properties, details of
uses, further information, classification and labelling)

Active substance (ISO Common Name)

Function (e.g. fungicide)

Rapporteur Member State

Identity (Annex IIA, point 1)

Chemical name (IUPAC)
Chemical name (CA)

CIPAC No

CAS No

EEC No (EINECS or ELINCS)

FAO Specification (including year of publication)
Minimum purity of the active substance as
manufactured (g/kg)

Identity of relevant impurities (of toxicological,
environmental and/or other significance) in the
active substance as manufactured (g/kg)
Molecular formula

Molecular mass

Structural formula

Pyraclostrobin (ISO, proposed)

Fungicide

Germany

methyl N-(2-{[1-(4-chlorophenyl)-1H-pyrazol-3-
ylJoxymethyl} phenyl) N-methoxy carbamate

carbamic acid, [2-[[[1-(4-chlorophenyl)-1H-pyrazol-3-
ylJoxy]methyl]phenyl|methoxy-, methyl ester

657

175013-18-0

not assigned

not applicable, new active substance

950

none

Cio His CIN; Oy

387.82 g/mol

Cl
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Physical-chemical properties (Annex IIA, point 2)

Melting point (state purity)
Boiling point (state purity)
Temperature of decomposition
Appearance (state purity)
Relative density (state purity)

Surface tension

Vapour pressure (in Pa, state temperature)
Henry’s law constant (Pa m’ mol™)
Solubility in water (g/L , 20 °C)

Solubility in organic solvents (in g/L 20 °C)

Partition co-efficient (log Pow)

Hydrolytic stability (DTsg) (state pH and

temperature)

Dissociation constant
UV/VIS absorption (max.) (if absorption > 290 nm
state € at wavelength)

Photostability (DTsg) (aqueous, sunlight, state pH)

Quantum yield of direct phototransformation in
water at A > 290 nm
Flammability

Explosive properties

63.7-65.2 °C (99.8 %)

no boiling point up to decomposition at 200°C, 99.8 %

200°C, 99.8 %

white to light beige cristaline solid (99.8 %)

1.367 g/em’ (99.8 %, 20 °C)

71.8 mN/m at 0.5 % (w/w) (20 °C)
71.5 mN/m at 2.0 % (w/w) (20 °C) (98.5 %)

2.6x 108, 20°C

5.307 x 10°°

19 £ 1.7 g/L at 20 °C in deionised water (pH of 5.8)
There is no dissociation in water therefore pH

dependence on solubility is not applicable.

n-heptane 1 3.7

2-propanol : 30.0
octanol 1 24.2
oliveoil : 28.0
_methanol : 100.8
acetone : >500
cthylacetate : >500
acetonitrile 1 >500
dichloromethane | >500
toluene i >500

3.99 (20 °C, 99.8 %)
Effect of pH was not investigated since there is no

dissociation in water.

pH 5: stable

pH 9: stable (very slow degradation observed)

not applicable. No indication of dissociation in water.

2.5x 10* L mol”! cm™ at 205 nm
2.4x 10* L mol” em™ at 275 nm (22°C, 99.8 %)

DT50 < 2 h (mean value of tolyl- and chlorophenyl-
label) at 22°C

2.17x 10

not considered highly flammable

no potential for explosivity as evident from the structural

formula
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List of uses supported by available data

Crop and/ Member Product F Pestsor PHI Remarks:

or State name G Group of pests . o _— (days)
situation or or controlled Formulation Application Application rate per treatment

Country |
Type | Conc. method growth number interval kg as/hL water L/ha kg as/ha
of as kind stage & min between
@ (b) © (d-f) 0 (f-h) season max | applications | min max min max min max ) (m)
0 (k) (min)

Grapes France BAS 500 00 F F p+d mildew EC 250 row, SP 09-85 3 12 0.01 1000 0.100 35
Grapes Ger many BAS 500 00 F F p+d mildew EC 250 row,SP 11-81 3 12 0.01 400-1600 0.04-0.16 35
Grapes Italy BAS 500 00 F F p+d mildew EC 250 row, SP 60-80 3 12 0.01 1000 0.100 35
Grapes Portugal BAS 500 00 F F p+d mildew EC 250 row,SP 16-71 3 12 0.01 1000 0.100 35
Grapes Spain BAS 500 00 F F p+d mildew EC 250 row,SP 65-81 3 12 0.01 1000 0.100 35
Turf al EUMS BAS 500 00 F F mold EC 250 overall,SP 2 14 0.025-0.05 500-1000 0.250

(a) For crops, the EU and Codex classifications (both) should be used; where

relevant, the use situation should be described (e.g. fumigation of a structure)
(b) Outdoor or field use (F), glasshouse application (G) or indoor application (I)

(c) e.g.biting and suckling insects, soil born insects, foliar fungi, weeds
(d) e.g. wettable powder (WP), emulsifiable concentrate (EC), granule (GR)

(e) GCPF Codes - GIFAP Technical Monograph No 2, 1989

(f) All abbreviations used must be explained

(g) Method, e.g. high volume spraying, low volume spraying, spreading, dusting,

drench

(h) Kind, e.g. overall, broadcast, aerial spraying, row, individual plant, between the plant - type of

equipment used must be indicated

(1) g/kgorg/L
(j) Growth stage at last treatment (BBCH Monograph, Growth Stages of Plants, 1997, Blackwell,

ISBN 3-8263-3152-4), including where relevant, information on season at time of application

(k) Indicate the minimum and maximum number of application possible under practical conditions of use
() PHI - minimum pre-harvest interval
(m) Remarks may include: Extent of use/economic importance/restrictions
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Classification and proposed labelling (Annex IIA, point 10)

with regard to physical/chemical data
with regard to toxicological data
with regard to fate and behaviour data

with regard to ecotoxicological data

None

T, R 23; Xi, R 38

None

N R50/R53
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2.8.3.2 Appendix I11.2: Chapter 2 (methods of analysis)

Analytical methodsfor the active substance (Annex IIA, point 4.1)

Technical as (principle of method)
Impurities in technical as (principle of method)

Plant protection product (principle of method)

HPLC-UV; reversed phase column

HPLC-UV; reversed phase column. GC-FID

HPLC-UV; reversed phase column

Analytical methodsfor residues (Annex IIA, point 4.2)

Food/feed of plant origin (principle of method and
LOQ for methods for monitoring purposes)

Food/feed of animal origin (principle of method and
LOQ for methods for monitoring purposes)

Soil (principle of method and LOQ)

Water (principle of method and LOQ)

Air (principle of method and LOQ)

Body fluids and tissues (principle of method and
LOQ)

LC-MS-MS 0.02 mg/kg (wheat, grapes, peanut,

HPLC-UV orange)

HPLC-UV  0.01 mg/kg (milk)
0.05 mg/kg (muscle, liver, kidney, fat, egg)

LC-MS-MS 0.01 mg/kg
HPLV-UV

LC-MS-MS 0.05 pg/L (drinking and surface water)

HPLC-UV 0.3 ug/m’

HPLC-UV  0.05 mg/kg (liver, kidney)
Body fluids: no method submitted
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2.8.3.3 Appendix 111.3: Chapter 3 (impact on human and animal health)

Absorption, distribution, excretion and metabolism in mammals (Annex IIA, point 5.1)

Rate and extent of absorption

Distribution
Potential for accumulation

Rate and extent of excretion

Metabolism in animals

Toxicologically significant compounds
(animals, plants and environment)

Acute toxicity (Annex IIA, point 5.2)
Rat LDs, oral

Rat LDsy dermal
Rat LCs, inhalation
Skin irritation

Eye irritation

Skin sensitization (test method used and result)

Short term toxicity (Annex IIA, point 5.3)
Target / critical effect

Lowest relevant oral NOAEL / NOEL
Lowest relevant dermal NOAEL / NOEL
Lowest relevant inhalation NOAEL / NOEL

Genotoxicity (Annex IIA, point 5.4)

About 50% (based on urinary and biliary excretion
within 5 d)

Widely, highest concentrations in the liver

None

Complete within 5 d; mainly via faeces (80-90%, biliary
excretion amounting to 35%), via urine 11-15%

Extensive (>95%) with nearly 50 metabolites occurring

Main metabolic pathways included N-demethoxylation,
hydroxylation, cleavage of ester bond and further
oxidation of the resulting molecule parts, conjugation
with glucoronic acid or sulphate

Parent compound and metabolites

> 5000 mg/kg bw

(Mouse: mortality at doses > 300 mg/kg bw)
> 2000 mg/kg bw

0.69 mg/1 T,R23
Irritating Xi, R 38
Not irritating

Not sensitizing (M&K maximization test)

Reduced body weight, gastrointestinal tract, red blood
cells; diarrhoea (dog); hepatocellular hypertrophy (rats);
white blood cells and lymphatic organs (mice)

90 day mouseld 30 ppm (4 mg/kg bw/d)

4wk rat: > 250 mg/kg bw/d (systemic)

No data - not required
(because of physical and chemical properties)

I No genotoxic potential

Long term toxicity and carcinogenicity (Annex IIA, point 5.5)

Target / critical effect
Lowest relevant NOAEL / NOEL

Carcinogenicity

Reduced body weight; liver cell necrosis (rats)

2yr rat / mouse: 75 / 30 ppm (4 mg/kg bw/d)

No carcinogenic potential

! based on effects on body weight after 90 days in the carcinogenicity study in male mice
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Reproductive toxicity (Annex IIA, point 5.6)

Reproduction target / critical effect Reduced pup body weight gain in the presence of
parental toxicity

Lowest relevant reproductive NOAEL / NOEL 75 ppm (8.2 mg/kg bw/d)

Developmental target / critical effect Developmental effects in rats and embryotoxicity in

rabbits at maternally toxic doses

Lowest relevant developmental NOAEL / NOEL 5 mg/kg bw/d (rabbit)

Neurotoxicity / Delayed neurotoxicity (Annex IIA, point 5.7)

| No neurotoxic potential (rat, acute and 13wk studies)

Other toxicological studies (Annex IIA, point 5.8)

Three water metabolites (BF500-11, 500-13, 500-14)
proved negative in the Ames test

Medical data (Annex IIA, point 5.9)

Limited data (new compound); no human health
problems expected

Summary (Annex IIA, point 5.10)

Value Study Safety factor
ADI 0.04 mg/kg bw 2yr rat / mouse 100
AOEL systemic 0.02 mg/kg bw 90 day mouse (bioavailability: 50%) 100
Drinking water limit Not considered by | - -
ECCO
ARTD (acute reference dose) 0.04 mg/kg bw 90 day mouse 100

Dermal absor ption (Annex IIIA, point 7.3)

2.6% (rat, in vivo); in vitro data suggest much lower
permeability of human skin; 1% used for calculation

Acceptable exposur e scenarios (including method of calculation)

Operator Intended use acceptable (Exposure < syst. AOEL,
without PPE; German model, UK-POEM)

Workers Intended use acceptable

Bystanders Intended use acceptable
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2.8.3.4 Appendix I11.4: Chapter 4 (residues)

Metabolism in plants (Annex IIA, point 6.1 and 6.7, Annex IIIA, point 8.1 and 8.6)

Plant groups covered wheat (cereals), grapes (fruit), potatoes (root and tuber
vegetable)

Rotational crops radish, lettuce, wheat

Plant residue definition for monitoring Pyraclostrobin

Plant residue definition for risk assessment Pyraclostrobin

Conversion factor (monitoring to risk assessment) none

Metabolism in livestock (Annex IIA, point 6.2 and 6.7, Annex IIIA, point 8.1 and 8.6)

Animals covered lactating goat, laying hen
Animal residue definition for monitoring Pyraclostrobin
Animal residue definition for risk assessment liver (except poultry liver) and milk fat only:

Pyraclostrobin and its metabolites analysed as the
hydroxy pyrazoles BF 500-5 and BF 500-8, sum

expressed as Pyraclostrobin

Conversion factor (monitoring to risk assessment)

Metabolism in rat and ruminant similar (yes/no) yes

Fat soluble residue: (yes/no) yes (Log Po/w 3.99)

Residuesin succeeding crops (Annex IIA, point 6.6, Annex IIIA, point 8.5)

30, 120, 365 days plant back interval after application of
0.9 kg as/ha: TRR in the edible parts for human
consumption are very low (radish roots, lettuce: < 0.040
mg/kg; wheat grain: < 0.089 mg/kg).

No accumulation of Pyraclostrobin or its degradation
products [radish, lettuce < 0.0106 mg/kg; wheat straw

< 0.0147 mg/kg; wheat grain: not detectable]

Stability of residues (Annex IIA, point 6 introduction, Annex IIIA, point 8 introduction)

Food of animal origin: Pyraclostrobin stable for 8 month
Metabolite BAS 500-10 (model compound) with slow
degradation but stable enough to evaluate the submitted
feeding study (analysed within 6 month).

Plant (peanut nutmeat, peanut oil, wheat grain, wheat
straw, sugarbeet tops, sugarbeet roots, tomatoes, grape
juice): Pyraclostrobin, metabolite BAS 500-3 stable for
18 month
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Residues from livestock feeding studies (Annex IIA, point 6.4, Annex IIIA, point 8.3)

Intakes by livestock = 0.1 mg/kg diet/day: Ruminant: Poultry: Pig:
yes/ne yes/ne yes/ne

Muscle <0.05 <0.05 <0.05

Liver <0.05 <0.05 <0.05
Kidney <0.05 <0.05 <0.05

Fat <0.05 <0.05 <0.05

Milk <0.01 not applicable not applicable
Eggs not applicable <0.05 not applicable
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Summary of critical residues data (Annex IIA, point 6.3, Annex IIIA, point 8.2)

Crop Northern or Trials results relevant to the critical GAP Recommendation/comments MRL STMR
Mediterranean
Region (a) (b)
wheat N 17 results: 11 x <0.02, 0.02, 0.03, 0.04, 0.1 mg/kg 0.02 mg/kg
0.04, 0.05, 0.05
S 11 results: 11 x <0.02
barley N 21 results: <0.02, <0.02, <0.02, <0.02, 0.03, 0.2 mg/kg 0.05 mg/kg
0.03, 0.03, 0.03, 0.04, 0.04, 0.04, 0.05, 0.05,
0.07,0.07, 0.07, 0.07, 0.09, 0.10, 0.12, 0.29
S 3 results: 0.02, 0.03, 0.05
grapes N 8 results: 0.19, 0.25, 0.48, 0.57, 0.78, 0.82, 2 mg/kg 0.68 mg/kg
0.84,0.89
S 8 results: 0.18, 0.20, 0.21, 0.34,
0.38, 0.48, 0.59, 0.72
banana Import 12 x <0.02 PHI in trials 0 days, fruits not covered | 0.02 * <0.02 mg/kg
with plastic, analysis with peel mg/kg

(a) Numbers of trials in which particular residue levels were reported €.9. 3 x <0.01, 1 x 0.01, 6 x 0.02, 1 x 0.04, 1 x 0.08,2x 0.1,2x 0.15, 1 x 0.17
(b) Supervised Trials Median Residue i.e. the median residue level estimated on the basis of supervised trials relating to the critical GAP
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Consumer risk assessment (Annex IIA, point 6.9, Annex IIIA, point 8.8)

ADI

TMDI (European Diet) (% ADI)
NEDI (% ADI)

Factors included in NEDI

ARfD

Acute exposure NESTI (% ARD)

0.04 mg/kg bw/d

0.0055 mg/kg bw/d (13.8 %)

not calculated

0.04 mg/kg bw
grapes: UK-toddler 0.0392 mg/kg bw (98.1 %)
UK-adult 0.0098 mg/kg bw (24.4 %)

Processing factors (Annex IIA, point 6.5, Annex IIIA, point 8.4)

Crop/processed crop Number of studies Transfer factor % Transference *
grapes / must, juice, wine 4 trials 0.03
grapes / wet pomace 4 trials 3.9
grapes / rasins 1 (2 trials) 2.7
barley/pot barley 1 trial 0.7
barley/pearling dust 1 trial 11
barley/malt 4 trials 1.2
barley/malt germs 1 trial 2.3
barley/spent grain 1 trial 10
barley/trubs (flocs) 1 trial 0.7
barley/beer yeast 1 trial 0.7
barley/beer 4 trials 0.7
wheat/flour, middlings, shorts 1 0.06
wheat/ germ 1 0.8

* Calculated on the basis of distribution in the different portions, parts or products as determined through balance

studies

Proposed MRL s (Annex IIA, point 6.7, Annex IIIA, point 8.6)

wheat, rye, triticale
barley, oats
grapes

banana (import tolerance)

0.1 mg/kg

0.2 mg/kg

2 mg/kg

0.02* mg/kg
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2.8.3.5 Appendix I11.5: Chapter 5 (fate and behaviour in the environment)

Route of degradation (aerobic) in soil (Annex IIA, point 7.1.1.1.1)

Mineralisation after 100 days
Non-extractable residues after 100 days

Major metabolites - name and/or code, %
of applied (range and maximum)

about 5% (route study)

about 55% (route study)

BF 500-6, max. 31% after 120 days (rate
studies)
BF 500-7, max. 13% after 62 days (rate studies)

Route of degradation in soil - Supplemental studies (Annex IIA, point 7.1.1.1.2)

Anaerobic degradation

Soil photolysis

no parent after 120 days, bound residues 61%
(tolyl-label) and 37% (chlorophenyl-label).
Major metabolite BF 500-3: max 85 % after 14
d (tolyl-label), 80 % after 14 d (chlorophenyl-
label)

after 15 days: 64-74% parent, 12% bound
residues, 2% CO,, no major metabolites
(>10%)

Rate of degradation in soil (Annex IIA, point 7.1.1.2, Annex IIIA, point 9.1.1)

Method of calculation

Laboratory studies (range or median, with
n value, with r* value)

Field studies (state location, range or

median with n value)

Method of calculation
Field studies (state location, range or

median with n value)

ModelMaker 3.0.3/3.0.4 (Cherwell Scientific
Publishing Limited)

DTs0m (20°C, aerobic): 12-101 days (5 soils)

DToomp (20°C, aerobic): 143-163 days (5 soils)

DTs01a (5°C, aerobic): > 120 days

DTso1ab (20°C, anaerobic): 3 days

degradation in the saturated zone: not relevant

DTsor: 2 — 37 days, 6 locations (3 Germany, 2
Spain, 1 Sweden)

DTogor: 83-230 days

Timme and Frehse, 1* order kinetics

DTsor: 14 - 85 days, 6 locations (3 Germany, 2
Spain, 1 Sweden). Mean of 26.1 d.

DT50 of 34.4 d considered as realistic worst
case and used for PEC,,; calculations

DToor: 49 - 114 days
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Soil adsor ption/desor ption (Annex IIA, point 7.1.2)

K¢ /Koe soils: 3 German, 2 US, 1 Canadian
K Koc 6000 — 16000
d Kd 30-368

pH dependence (yes / no) (if yes type of
dependence) No

Mobility in soil (Annex IIA, point 7.1.3, Annex IIIA, point 9.1.2)

Column leaching 0% in leachate, all radioactivity in top soil layer

Aged residues leaching 0% in leachate, all radioactivity in top soil layer

Lysimeter/ field leaching studies based on K, and DTsy values, no leaching
expected

PEC (soil) (Annex IIIA, point 9.1.3)

Method of calculation first order kinetics, multiple application
Application rate 3 x 100 g in vine*, 12 d interval, DT50 of 34.4
d, plant interception 70%, 70 % and 85 %
PEC Single Single Multiple Multiple
application application application application
Actual Time weighted Actual Time weighted
average average
[me/ke] [me/ke] [mg/ke] [me/ke]
Short term n.a. n.a. 0.075 0.075
24h 0.073 0.075
2d 0.070 0.073
4d
Long term 7d n.a. n.a. 0.066 0.071
28d 0.043 0.058
50d 0.028 0.048
100d 0.010 0.033

*= worst case among supported uses concerning soil accumulation
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Route and rate of degradation in water (Annex IIA, point 7.2.1)

Hydrolysis of active substance and major pH 5: at 25°C, no hydrolysis through 30 days
metabolites (DTsp) (state pH and
temperature)
pH 7: at 25°C, no hydrolysis through 30 days
pH 9: at 25°C, very slow hydrolysis through 30
days
Photolytic degradation of active substance | DT parent : <2 hours; CO;: after 25 days 22%
and major metabolites with chlorophenyl-label, about 4% with tolyl-
label; 33 minor metabolites (<10%); 5 major
metabolites:
BF 500-11: max. 45% after 21 days, DTso see
higher tier study
BF 500-13: max. 17% after 6 days, DTsg
31 days
BF 500-14: max. 21% after 3 hours, DTsq
about7 hours
BF 500-15: max. 27% after 1 day, DTso 5 days
S500M58:  max. 23% after 1 day, DTso 9 days
Readily biodegradable (yes/no) no
Best fit
Degradation in - DTso water pond system: 3 days; river system: 1 day
water/sediment - DTy water pond system: 41 days; river system: 9 days
- DT sediment pond system: 33 days; river system: 9 days
- DTy sediment pond system: 105 days; river system: no
calc.possible
1%-order (Timme and Frehse)
Degradation in - DTso water pond system: 8.7 days; river system: 1 day
water/sediment - DTgy water pond system: 28.9 days; river system: not
extrap.
- DT entire system pond system: 26.8 days; river system: 29 days+
- DTy entire system pond system: 89 days; river system: 96 days+
+ = low r? value (0.5593)
Mineralisation about 5 % after 100 days
Non-extractable residues pond system 62%; river system 54% after
100 days
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Distribution in water / sediment systems
(active substance)

Distribution in water / sediment systems
(metabolites)

Degradation in water/sediment
under natural light and temperature
conditions

DTS5, water

DT5o sediment

Mineralisation

Non-extractable residues

Distribution in water / sediment system
(active substance)

Distribution in water / sediment system
(metabolites >10%)

pond system: sediment max. 53% after 14 days,
decreasing to 7% after 100 days

river system: sediment max. 62% after 2 days,
decreasing to 10% after 100 days

BF 500-3: in water: max. 2%,
in sediment: max. 12%
(pond system) after 100 days;
max. 66% (river system) after 14
days, decreasing to 29% after
100 days

BF 500-6: (only in pond system) in
sediment max. 7% after 61 days

BF 500-7: (only in pond system) in

sediment max. 6% after 61 days

8.5 days (first order)
4 days

(calculated from balance difference)
about 23% after 62 days (chlorophenyl-label)
about 7% after 62 days (tolyl-label)

28% after 62 days (chlorophenyl-label)
26% after 62 days (tolyl-label)

water: <1% after 62 days

sediment: max. 18% after 7 days,
decreasing to 0.3% after 62 days

in water:

BF 500-11:  max. 11% after 21 days, DTs, 20
days

BF 500-13: max. 16% after 62 days, DTs
see aqueous photolysis study

BF 500-14: max. 11% after 10 days, DTs, 14

days

in sediment:
BF 500-3: max. 16-17% after 30 days, DTsg

99 days
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PEC (surface water) (Annex IIIA, point 9.2.3)

Method of calculation

Application rate

95.percentil spray drift values, overspray and 5
m distance to sw, DT50 water: 8.7d, 1% Order
calculation

Turf, 2 x 250 g a.s./ha, interval of 14 d, 30 cm
water layer, static water body

Main routes of entry and type of water | Spray drift
body
Turf
PEC(sw) Multiple Multiple Multiple Multiple
application application application application
Actual Time weighted Actual Time weighted
average average
[ng/L] [ng/L] [ng/L] [ng/L]
Distance Overspray (0 m) 5 m buffer zone
to sw (m)
Initial 110.6
Short term
24h 102.1 106.3 0.6 0.6
2d 943 102.2 0.6 0.6
4d 80.4 94.7 0.5 0.56
Long term
7d 63.3 84.8 0.4 0.51
14d 36.3 66.7 0.2 0.40
21d 20.7 53.7 0.1 0.32
28d 11.8 443 0.07 0.27
42d 3.9 31.9 0.02 0.19
Method of calculation 95.percentil spray drift values, overspray and 5
m distance to sw, DT50 water: 8.7 d, 1% Order
calculation
Application rate Vine, 3 x 100 g a.s./ha, interval of 12 d, 30 cm

Main routes of entry and type of water

body

water layer, static water body

Spray drift
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Vine
PEC sw) Multiple Multiple Multiple Multiple
application application application application Time
Actual Time weighted Actual weighted average
average [ng/L]
[ng/L] [ng/L] [ng/L]
Distance Overspray (0 m) Sm
to sw (m)
Initial 51.0
Short
term 24h 47.1 49.0 2.4 2.4
2d 43.5 47.2 2.2 2.4
4d 37.1 43.7 1.9 2.2

Long
term 7d 29.2 39.1 1.5 2.0

14d 16.7 30.7 0.8 1.5

21d 9.6 24.8 0.5 1.2

28d 55 20.4 0.3 1.0

42d 1.8 14.7 0.09 0.7

PEC (sediment)

Method of calculation Maximum concentration of 17.9 % a.s. after 7 days
in water/sediment study, PECiy; in water = after the last
application
Scenarios, see above PECgy
1 cm sed.-layer, bulk dens. of wet sediment:1.3
g/cm?

Distance (m) ‘ 0 ‘ 5 ‘ 10 ‘ 20 ‘ 50
turf
PECini_act. in|110.6 0.66 0.44 0.11 -
water (ug/L)
PECseq (1g/g) 0.46 0.003 0.002 0.001 -
vine
PECini, act. 1n|51.0 2.55 0.765 0.204 0.102
water (ug/L)
PECeq (1g/g) 0.21 0.011 0.003 0.001 <0.001

PEC (ground water) (Annex IIIA, point 9.2.1)

Method of calculation and type of study

(e.g. modelling, monitoring, lysimeter )

Application rate

modelling PESTRAS 3.1; PELMO 3.00

2 *0.25 kg as/ha reaching soil
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PEC gw)
Maximum concentration

Average annual concentration

<0.001 pg/L

<0.001 pg/LL

Fate and behaviour in air (Annex IIA, point 7.2.2, Annex III, point 9.3)

Direct photolysis in air
Quantum yield of direct
phototransformation

Photochemical oxidative degradation in air
(DTsp)

Volatilisation

PEC (air)

Method of calculation

PEC,)

Maximum concentration

see photochemical oxidative degradation

2.17x 10"

< 2 hours

from plant surfaces: about 3% in 24 hours

from soil: <1% in 24 hours

not done due to low volatility and rapid
photochemical oxidative degradation

not calculated

Definition of the Residue (Annex IIA, point 7.3)

Relevant to the environment

Monitoring data, if available (Annex IIA,

Soil (indicate location and type of study)

Surface water (indicate location and type
of study)

Ground water (indicate location and type
of study)

Air (indicate location and type of study)

The active substance is the relevant residue in
all environmental matrices. Metabolites have
no biological activity, toxicity or ecotoxicity.

point 7.4)

none

none

none

none
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2.8.3.6 Appendix I11.6: Chapter 6 (effectson non-target species)

Effectson terrestrial vertebrates (Annex IIA, point 8.1, Annex IIIA, points 10.1 and 10.3)

Acute toxicity to mammals LD50 >5000 mg/kg bw (rat)

Long-term toxicity to mammals NOAEL 75 ppm (rat multi-generation study)

Acute toxicity to birds LD50 >2000 mg/kg bw (bobwhite quail)

Dietary toxicity to birds LC50 >5000 ppm (bobwhite quail and mallard duck)
Reproductive toxicity to birds NOEL 1000 ppm (bobwhite quail and mallard duck)

Toxicity/exposureratiosfor terrestrial vertebrates (Annex IIIA, points 10.1 and 10.3)

residues: insects 7.3 mg/kg (estimated), grass 15 mg/kg (max. measured); no degradation
assumed food intake rates: 40 % of body weight (insectivorous birds), 25 % (herbivorous
mammals, birds)

Application Crop Category Time-scale TER Annex VI
rate (e.g. insectivorous Trigger
(kg as/ha) bird)

025 Tuf : Insectivorous bird pacute 1 >690 10
025 b Tuf ___iInsectivorousbird | shortterm i >690 i 0
025 % Tuf ____iInsectivorousbird long-term | 136 iS5
025 & Tuf i Herbivorousbird facute i >530 i 10
025 1 Tuf i Herbivorousbird | short-term >330 i 0
025 E.I@?f _________________ Herbivorous bird ir_lﬁr}g:te}:m ________ ir_6_7 __________ ﬁi__5 ____________
025 3.19{? _________________ H?_rb_i_v_qr_qyl_s_tr}%mm?!___ir_s_hc)_rt-_t?_r_n} ________ ir_%_l_3_99 ______ 0
0.25 1 Turf ﬁ Herbivorous mammal r long-term r 5.4 w 5
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Toxicity data for aquatic species (most sensitive species of each group)

(Annex IIA, point 8.2, Annex IIIA, point 10.2)
Group Test substance Time-scale Endpoint Toxicity
(mg as/L)
Laboratory tests
O. mykiss . BASS500F | static-96h LCw . 0.00616"
o+ (pyraclostrobin) 4 4
L. macrochirus | i static-96h | LCso t>0.0196
e o S | <0.0335"
C. carpio g i static-96h i LG i >0.0121
i i P <0.0258"
O. mykiss i t flow-through - | NOEC P 0.00464%*
___________________________ b 28d
O. mykiss ! i ELS-98d | NOEC i 0.0023Y
D. magna g i static—48h ; ECso i 0.0157*
D. magna | semi-static — 21 | NOEC L 0.0112%
USRS SO SR d
C. riparius i static—28d | NOEC L 0.040
P. subcapitata i static—96h | ECs i >0.843"
O. mykiss : BASS50000F ! Static-96h LCso P 0.0042
5 (formulated ; ; ;
___________________________ i __product) i
L. macrochirus | | Static-96h | LCs L >0.0146
| | | P <0.0299
C. carpio = . Static-96h ;LG i >0.0209
<0.0497
O. latipes i Static-96h | LCs >0.0325
§ <0.0885
P. promelas i Static-96h ;LG >0.012
i <0.0235
B. rerio \  Static-96h | LCs >0.0417
g <0.0887
L. idus i Static-96h | LCso >0.0135
L | . | <0.027
D. magna | Static-48h | ECx 0.0152%
P. subcapitata Static- 72h | ECs 0.788%
O. mykiss BF 500-11 Static-96h i LCso 100"
(metabolite)
D. magna Static—48 h : ECs > 100*
S subspicatus Static—72h ! E,Cso > 100" *
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Group Test substance Time-scale Endpoint Toxicity
(mg as/L)
Laboratory tests
O. mykiss i BFS500-13 | Static-96h iLCs i 100"
(metabolite) 5 ' '
D.magna o i Static-48h (ECs L >100%
Ssubspicatus f | Sttic-72h {ECs L >100" %
o.mykiss . BFS00-14 | Sttic-96h iLCxy 1000
(metabolite) ; ; ;
D.magna i | Static-48h | ECxp o >100¢
Ssbspicatus ;| Static-72h {ECs i >100Y*

Microcosm or mesocosm tests

A mesocosm study was conducted with the formulated product BAS 500 00 F. Four concentration levels ranging
from 0.9 pg as/L to 24 pg as/L simulating a vineyard situation with 8 applications in 14 d intervals were
investigated. Approximately 260 different taxa of aquatic invertebrates were determined in the study. In most
cases only insignifcant transient effects were observed. Affected populations usually recovered until the end of
the study. For the mollusc species Bithynia tentaculata and Valvata spec and the mussel species Dreissena
polymorpha treatment related effects were observed in the highest treatment level. The EAC (ecologically

acceptable concentration) was determined to be > 8 pg as/L.

D LCsp (1496 h)

2 NOEC (1 +98 h)
Y NOAEC,

9 = growth rate;
9 =ECo;

* measured values confirmed nominal values.

Toxicity/exposureratiosfor the most sensitive aquatic or ganisms (Annex IIIA, point 10.2)

Application Crop Organism Time-scale Distance TER Annex VI
rate (m) Trigger
(kg as/ha)

3x01 | grapevines L O.mykss facwe T P16 i100
IS EERRRS RO SR 1 5oh 24 1100
________________ o hilo o isl 100
A A 1S 151 H100
________________ o h 4204302 100
3x01 | grapevines iO.mykiss | acute/chronic {3 106 i10
________________ 445409 10
________________ AN S SRS (O LN B (U
________________ S N S 1 N £-X- RN B

| 20 1.2 10
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Bioconcentration

Bioconcentration factor (BCF) 675 (whole fish, chlorophenyl label)
736 (whole fish tolyl label)
Annex VI Trigger for the bioconcentration factor > 100 for non readily biodegradeable substances
Clearance time (CTsg) <1d
(CTop) 23-32d
Level of residues (%) in organisms after the 14 day
depuration phase

Effects on honeybees (Annex IIA, point 8.3.1, Annex IIIA, point 10.4)

Acute oral toxicity (as) LDs,=73.1 ug/bee

Acute contact toxicity (a.s) LDs, > 100 pg/bee
Limit test

Acute oral toxicity (formulation) LDsy, = 69.1 pg as/bee

Acute contact toxicity (formulation) LDsp > 100 pg as/bee
Multiple Dose Test

Acute oral toxicity (formulation) LDsy =79.9 ng as/ bee

Acute contact toxicity (formulation) LDso > 100 pg as/bee

Hazard quotientsfor honey bees (Annex IIIA, point 10.4)

Application rate Crop Route Hazard quotient Annex VI
(kg as/ha) Trigger
Laboratory tests_ (limittest) .
0.25 E Turf oral § 3.6 50
_________ 025 i Twf i comact i 25 i 50
Laboratory tests _(multipledose test)
0.25 : Turf oral 3.2 50
0.25 Turf contact : 2.5 50

Not required
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Effects on other arthropod species (Annex IIA, point 8.3.2, Annex IIIA, point 10.5)

Species Stage Test Dose Endpoint Effect Annex VI
Substance (kg as/ha) % Trigger
%
Laboratory tests
T.pyri | Protonymphs | BASS50000F ! 0320 i Mortality | 473 30
SR S i Feilty 985 130
A i Adults | BASS0000F i 0320 i Mortality | 30 P30
_rhopalosiphi } i Ferility i 80 i 30
C.carnea | Larvae | BASS0000F { 0320 | Mortality | 78.6 P30
b Eemy 0 f 30
C.septem | Larvae | BASS0000F { 0320 | Mortality | 100 P30
_pundtata i I o o ] I
P. cupreus . Adults ' BAS 500 00 F 1 0.320 r Mortality 1 0 . 30
________________ o4& iFoodupke ! 107 i 30
Pardosaspp | Adults | BASS0000F i 0320 : Mortality | 0 P30
f : : ! Food uptake | 9.9 P30
Extended laboratory tests
A. rhopasiphi Adults BAS 500 00 F 0.320 Mortality 0 acceptable
________________ b Femiy P 0 b
Ccamea | AdulLC : BASS0000F : 0160 | Mortality | 27.3 ! acceptable
________________ b Femlty P 799 b
C. septem- Adults/LC ' BAS 500 00 F ﬁ 0.064 r Mortality 1 0 acceptable
punctata Fertility 3.1 :

Field tests with BAS 500 00 F

Predatory mites

Species Details of uses
Effects

T. pyri 8 applications  0.16-0.4 kg product/ha 2.64 kg product/ha/year
0.0/0.0

T. pyri 8 applications  0.16-0.6 kg product/ha 3.14 kg product/ha/year
0.0/12

T. pyri 8 applications  0.24-0.6 kg product/ha 3.12 kg product/ha/year
58.1/0.0

Summary:

Three field tests with T. pyri clearly demonstrated low acute effects and recovery of affected populations.

Effects on earthwor ms (Annex IIA, point 8.4, Annex IIIA, point 10.6)

Acute toxicity LC50 281.8 mg form./kg (corrected 35.2 mg as/kg)

Reproductive toxicity NOEC 1 L product/ha (corresponds to 0.443 mg as/kg)
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Field tests with BAS 500 00 F and BAS 500 01 F

Two field tests were conducted with BAS 500 00 F 0.03 and 0.06 kg as/ha. In one field test there was no adverse
effect on number and biomass of earthworms, on feeding activity (bait-lamina) and on overall abundance of
collembola. In the second field test a slight effect with the full application rate was observed, but is regarded
acceptable. One field test was conducted with BAS 500 01 F with an application rata of 2 x 0.25 kg as/ha. No

long lasting effects on earthworm populations were observed.

Toxicity/exposureratiosfor earthworms (Annex IIIA, point 10.6)

Application rate Crop Time-scale TER Annex VI
(kg as/ha) Trigger
_______ 0250x2 cereals . mme 4 32 ¢ 10
0.250x 2 : cereals : longterm : 4.4 : 5

Effects on soil micro-organisms (Annex IIA, point 8.5, Annex IIIA, point 10.7)

Nitrogen mineralisation No effects up to 10 L product/ha (respective 2.5 kg as/ha)

Carbon mineralisation No effects up to 10 L product/ha (respective 2.5 kg as/ha)
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3 Proposed decision with respect to the application for inclusion of the
active substancein Annex |

3.1 Background to the proposed decision

Pyraclostrobin, chemical name (IUPAC) methyl N-(2-{[1-(4-chlorophenyl)-1H-pyrazol-3-
ylJoxymethyl}phenyl) N-methoxy carbamate is a new fungicidal active ingredient. It
represents a modification of the structure pattern of natural fungicides called strobilurins.

The biochemical mode of action of the strobilurins is the inhibition of mitochondrial
respiration resulting from a blockage of the electron transport from ubihydroquinone to
cytochrome ¢ by means of a binding to the ubihydroquinone oxidation centre (Qo) to the
cytochrome be; complex (Complex III). This leads to a reduction of energy-rich ATP that is
available to support a range of essential processes in the fungal cell.

Pyraclostrobin is active against fungal development stages both on the plant surface and
within the tissues. Pyraclostrobin has a protective as well as an eradicative/curative action.
Pyraclostrobin is selective on a wide range of dicotyledonous and monocotyledonous crop
species.

Fully validated analytical methodology is available for the determination of the active
substance and impurities in the technical material as manufactured and in the formulation.

Residues of pyraclostrobin in food of plant and animal origin, soil, drinking water, surface
water, air and tissues can be determined using HPLC-UV and/or LC-MS-MS. Analytical
methods for metabolites are not necessary.

Analytical methods for body fluids are not submitted. Because of the classification of the
active substance as T the lack of an appropriate method is considered as an essential data gap.

Pyraclostrobin (BAS 500 F) is degraded in soil under laboratory conditions with DT50
ranging from 12 to 101 days. Two main metabolites, BF 500-6 and BF 500-7, are formed in
amounts exceeding 10 % of TAR. The soil metabolites have DT50 ranging from 60 to 166
days for the BF 500-6 and 38 to 159 days for the BF 500-7. The degradation in soil is
characterised by a low mineralisation rate (5 % TAR in 100 d). Photolysis does not
significantly influence the degradation rate, however, reduces the amounts of the main
metabolites. Under anaerobic conditions the metabolite BF 500-3 is formed in high amounts
reaching 96 % within 7 days.

In field studies, the DT50 values for BAS 500 F are much lower, ranging from 2 to 37 days.
Adsorption and leaching studies show that there is no risk of groundwater contamination
neither for BAS 500 F nor for the metabolites.

BAS 500 F is hydrolytically stable but very UV-susceptible. In the aqueous photolysis study
numerous of breakdown and rearrangement products are formed, whereas in the
water/sediment study a fast binding of the active substance and metabolites to the sediment
occured (DT 50 of 8.7 days in the water phase).

BAS 500 F has a very low potential to volatilisation.

According to the results presented, the parent compound is the only relevant residue for the
quantification in soil, water and air.
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The metabolism of pyraclostrobin in plants was investigated in grapes, wheat and potatoes.
The metabolic pattern is similar in all three crop groups. Therefore the metabolism in plants is
considered to be proofed.

The residue definition for plants is proposed as parent compound only.

The metabolism and distribution of radioactive labelled pyraclostrobin was investigated in
lactating goats and laying hens.
The residue definition for food of animal origin is proposed as parent compound only.

The residue situation for the intended uses of pyraclostrobin in cereals and grapes is covered
by a sufficient number of residue trials. On basis of these data the possible intake of residues
by consumers was calculated. In the chronic risk assessment as well as in the acute risk
assessment no unacceptable risk for consumers could be identified.

The available data on mammalian toxicology, mutagenicity and animal metabolism are
considered sufficient to adequately support the risk evaluation of pyraclostrobin in humans
and to establish the reference doses (ADI, ARfD and AOEL). All studies concerning
toxicology and metabolism as required by Directive 91/414/EEC are available and were
conducted according to Guideline requirements under Good Laboratory Practice regulations.

According to the recommended pattern of use risk to terrestrial vertebrates (birds and
mammals), bees, other non-target arthropods, earthworms, soil micro-organisms, soil non-
target macro-organisms and non-target terrestrial plants is considered to be low.

Effects on aquatic organisms, especially fish, indicate an unacceptable risk. Adequate risk
mitigation measures are to be set on Member State level.

3.2 Proposed decision concerning inclusion in Annex |

It is proposed to postpone the decision on the inclusion of the active substance pyraclostrobin
in Annex I of Council Directive 91/414/EEC.

3.3 Rational for the postponement of the decision to include the active
substance in Annex I, or for the conditions and restrictions to be
associated with a proposed inclusion in Annex |, asappropriate

Analytical methods for body fluids are not submitted. Because of the classification of the
active substance as T the lack of an appropriate method is considered as an essential data gap.



Level 4

Pyraclostrobin

Demand for Further Information






-85-
Pyraclostrobin — Level 4: Further information 01 August 2001

4 Further information to permit a decision to be made, or to support a
review of the conditions and restrictions associated with the proposed
inclusion in Annex |

4.1 Data which are necessary for an unrestricted inclusion in Annex | of
Council Directive 91/414/EEC

I dentity of the active substance
None.

Physical and chemical properties of the active substance
None.

Data on application and further information
Data on application
None.

Further information
None.

Classification, packaging and labelling
None.

M ethods of analysis
Analytical methodsfor formulation analysis
None.

Analytical methodsfor residue analysis
Analytical method for the determination of pyraclostrobin in body fluids.

Toxicology and metabolism
None.

Residue data
None.

Environmental fate and behaviour
None.

Ecotoxicology

None.
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4.2 Data which should be submitted for an assessment on Member State
level

I dentity of the active substance
None.

Physical and chemical properties of the active substance
None.

Data on application and further information
Data on application
None.

Further information
None.

Classification, packaging and labelling
None.

M ethods of analysis
Analytical methodsfor formulation analysis
None.

Analytical methodsfor residue analysis
None.

Toxicology and metabolism
None.

Residue data
Two further processing studies with wheat (follow up studies: wheat germ).

Justification:

The existing processing study indicate that an accumulation of residues may be possible in
lipophilic products of wheat like wheat germ oil. These data are necessary to establish a
transfer factor as defined in Directive 97/414/EC. They are therefore necessary not only in a
single memberstate.

Note:

If authorisations will be sought for barley in southern Europe, then the following data would
be required:

Further residue trials with barley from southern Europe

Justification:
For barley as a major crop a full data set (8 trials) is necessary for both European regions.

Environmental fate and behaviour
None.

Ecotoxicology

None.
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A.1l ldentity (Annex I1A 1,

3.1t034; Annex111A 1,3.1t03.7,39and 12.1)

Author(s) Annex
point/
reference
number

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Ownerﬁ-

Anonym AlllA-1.4

1999

Safety Data Sheet for SOLVESSO 200.
BASF Docl D 1999/11940

not GLP, unpublished

BEI2000-156

BAS

Anonym AlllA-1.4

1999

Safety Data Sheet for WETTOL EM 31.
BASF Docl D 99/10232

not GLP, unpublished

BEI2000-155

BAS

Anonym AlllA-1.4

1999

Safety Data Sheet for WETTOL EM 1.
BASF Docl D 1999/11544

not GLP, unpublished

BEI2000-154

BAS

Eisert, R. AllA-1.8

1999

Product Chemistry: BAS 500 F Description of
the Manufacturing Process.

1999/11856

not GLP, unpublished

CHE2000-459

BAS

Eisert, R. AllA-1.9;
AllA-1.10

1999

Product Chemistry: BAS 500 F TC - Composi-
tion of the Technical Active Ingredient.
1999/11857

not GLP, unpublished

CHE2000-461

BAS

Eisert, R. AllA-1.11

1999

Characterization of six batches of technical
active ingredient BAS 500 F (batches: Toxl,
Tox!l/Teill, ToxIl/Teil2, Tox!I1/Teill, Toxl-
I1/Teil2 and N2) using HPL C methods CP266
and CP337 and GC methods CP284 and
M97/0028/02.

1999/11853

GLP, unpublished

CHE2000-458

BAS

! Only notifier listed
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A.1l Identity
Author(s) Annex Year | Title Data | Owner!
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Eisert, R. AllA-1.8; 2000 | Manufacturer of BAS 500 F - Method of ma- Y BAS
AllA-1.9; nufacture of the active substance - Specificati-
AllA-1.10; on of purity of the active substance - | dentity of
AllA-1.11 isomers, impurities and additives - Analytical
profile of batches.
not GLP, unpublished
CHE2000-460

Codes of owner

BAS: BASF Aktiengesellschaft



Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.2 Physical and chemical properties

A.2 Physical and chemical properties (Annex [1A 2; Annex I11A 2)

Author(s) Annex Year |Title Data Ownera-
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Anonymous AllA-2.3 2000 | Henry’s Law Constant for 304428. Y BAS
2000/1000171

GLP, unpublished
LUF2000-248

Anonymous AllA-2.9 2000 | Physical and Chemical Properties of the Active Y BAS
Substance.
not GLP, unpublished
WAS2000-499

Fries, Dr. J. AlllA-2.9 1999 | Physical and Chemical Compatibility in A- Y BAS

gueous Tank Mixtures of BAS 500 00 F with
other products.

#BASF 99/11854

not GLP, unpublished

PHY 2000-383

Késtel, R. AllA-2.3 1997 | Physical Properties Report. Y BAS
97/10646, PCF 01721
GLP, unpublished
LUF2000-247

Késtel, R. AllA-2.1; 1997 | Physical Properties Report for 304 428. Y BAS
AllA-2.2; 97/10646
AllA-2.3 GLP, unpublished
CHE2000-469
Kastel, R. AllA-2.4; 1998 | Physical and Chemical Properties Report for Y BAS
AllA-2.12; PS 304 428.
AllA-2.14 98/10768
GLP, unpublished
CHE2000-470
Kastel, R. AlllA-2 1997 | PHYSICAL AND CHEMICAL PROPERTIES Y BAS
REPORT for BAS 500 00 F.
#BASF 97/11398
GLP, unpublished
PHY 2000-366

2 Only notifier listed



Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.2 Physical and chemical properties

Author(s) Annex Year | Title Data | Owner?
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Kastel, R. AlllA-2.5; 1999 | Physical Properties of BAS 500 00 F. Y BAS
AlllA-2.6 99/10256

GLP, unpublished
PHY 2001-142

Késtel, R. AlllA-2.7 1999 | SHELF LIFE IN ORGINAL CONTAINER OF Y BAS
BAS 500 00 F

Physical Properties Report (24 month-storage).
#BASF 99/10561

GLP, unpublished

PHY 2000-384

Késtel, R. AlllA-2.8.7 |1998 | PHYSICAL AND CHEMICAL PROPERTIES Y BAS
of BAS 500 OOF.
#BASF 98/11196
GLP, unpublished
PHY 2000-382

Konig, W. AlllA-2.7 1999 | Storage Stability on Orginal Container of BAS Y BAS
500 00 F 24 month-storage Analytical Re-
sults.

#BASF 99/10574

GLP, unpublished

PHY 2000-381

Loffler, U. AlllA-2.2; 1997 | Safety characteristics of the crop protection Y BAS
AlllIA-2.3 product BAS 500 00 F.
#BASF 97/11421

GLP, unpublished
PHY 2000-380

Loffler, U. AllA-2.11; 1998 | Safety characteristics of the crop protection Y BAS
AllA-2.15 product PS 304 428.
98/10734

GLP, unpublished
CHE2000-464

Scharf, J. AllA-2.9 1997 | Determination of the Absorption Coefficients Y BAS
of BAS500 F.
99/10257, 35889
GLP, unpublished
LUF2000-251




Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.2 Physical and chemical properties

Author(s) Annex Year | Title Data | Owner?
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Scharf., J. AllA-2.9 1999 | Hydrolysis of BAS 500 F. Y BAS

99/10060, 35884
GLP, unpublished

WAS2000-352
Scharf, J. AllA-2.9; 1999 | Aqueous Photolysis of BAS 500 F. Y BAS
AllA-7.2.1.2 1999/11286

GLP, unpublished
LUF2000-249

Scharf, J. AllA-2.10; 1999 | Photochemical Oxidative Degradation Of BAS Y BAS
AllA-7.2.2 500 F (QSAR Estimates).
99/10086, JS-99-04
GLP, unpublished
LUF2000-246

Tark, W. AllA-2.1; 1996 | Determination of the appearance, the melting Y BAS
AllA-2.4 point and thermal conversions of Reg.-No.
304428 (PAI).

96/10327

GLP, unpublished

CHE2000-471

Tark, W. AllA-2.5 1996 | Spectra of Reg.-No. 304428 (PAI). Y BAS
96/10955

GLP, unpublished
CHE2000-468

Tlrk, W. AllA-2.6 1996 | Determination of the solubility of Reg.-No. Y BAS
304428 in water and buffer systems (pH4,
pH7, pH9) at 20°C by column elution method
and by HPLC.

96/10939

GLP, unpublished

CHE2000-467

Tlrk, W. AllA-2.7 1996 | Determination of the solubility of Reg.-No. Y BAS
304428 pure active ingredient (PAI) in organic
solvents at 20°C.

96/10954

GLP, unpublished

CHE2000-466




Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.2 Physical and chemical properties

Author(s) Annex Year | Title Data | Owner?
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not

BBA registration number Y/N
Tark, W. AllA-2.8 1996 | Determination of the Octanol/Water-partition Y BAS
Coefficient of Reg.-No. 304428 by HPLC.
96/10383

GLP, unpublished

CHE2000-465

Tark, W. AllA-2.9 1996 | Determination of the solubility of Reg.-No. Y BAS
304428 in water and buffer systems (pH 4, pH
7, pH 9) at 20°C by column elution method and
by HPLC.

96/10939, PCP03797

GLP, unpublished

WAS2000-353

Codes of owner

BAS: BASF AktiengeselIschaft
BBA: Biologische Bundesanstalt fur Land-und Forstwirtschaft



Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.3 Further information

A.3 Further information (Annex I1A 3; Annex I11A 3, 4 and 6)

Author(s) Annex Year |Title Data Ownera-
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),

published or not
BBA registration number Y/N
Gerlach, H. AllA-3.7; 2000 | Safety data sheet - BAS 500 F. N BAS
AllA-3.8 2000/1000228
not GLP, unpublished
CHE2000-463
Gerlach, H. and | AlIA-3.7; 2000 | BAS500 F: Recommended methods and Y BAS
Schenk, W. AlIA-3.8; precautions concerning handling, storage,
AllA-3.9 transport or fire - Procedures for destruction or

decontamination - Decontamination of water in
case of accident.

M-11

not GLP, unpublished

CHE2000-472

Kolb AlllA-4 1997 | # 63 - 20 Corrosivness of BAS 500 00 F. Y BAS
BASF 97/11419

not GLP, unpublished
PHY 2000-570

Schenk, W. AllA-3.9 1999 | Possible Procedures for the Decontamination N BAS
of Water from BAS 500 F.
99/10664

not GLP, unpublished
CHE2000-462

Schreiner AlllA-4.1 1999 | EU Performance Tests. Y BAS
1D1999/11733
not GLP, unpublished
PHY 2000-398

Codes of owner

BAS: BASF Aktiengesell schaft

% Only notifier listed



Pyraclostrobin — Annex A: List of tests and studies 01 August 2001

A.4 Classificatin and labelling

A.4 Classification, packaging and labelling (Annex 1A 10; Annex II1A
12.3 and 12.4)

No references submitted.



Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.5 Methods of andlysis

A.5 Methodsof analysis (Annex I1A 4; Annex I11A 5)

Author(s) Annex Year |Title Data Ownerﬁ-
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Abdel-Baky, S. |AllA-4.21 | 2000 | Vaidation of BASF analytical method D9904, Y BAS
and Riley, M. Method for determination of BAS 500 F and its

metabolite BF 500-3 residues in plant matrices
using HPLC-UV, Study no. 63770.

BASF 1999/5179

not GLP, unpublished

MET2000-275

Abdel-Baky, S., | AllA-4.2.1 | 2000 | Validation of BASF analytical method D9904, N BAS
Riley, M method for determination of BAS 500 F and its

metabolite BF 500-3 residues in plant matrices

using HPLC/UV.

Study No. 63770; Reg. No. 1999/5179
GLP, unpublished
RIP2000-1516

Eisert; R. AllA-4.1 1999 | Validation of Analytical Method CP 337, Y BAS
Determination of impuritiesin technical BAS
500 F using HPLC.

1999/11852

GLP, unpublished

CHE2000-786

Eisert; R. AllA-4.1 1999 | Determination of impuritiesin technical BAS Y BAS
500 F using HPLC.
1999/11851

not GLP, unpublished
CHE2000-785

Grosenick, H. AllA-4.1 2000 | Validation of the Analytical method M Y BAS
97/0028/02 " Determination of dimethyl sulfate
inBAS500 F'.

1999/11956

GLP, unpublished

CHE2000-790

Grosenick, H. AllA-4.1 2000 | Determination of dimethyl sulfatein BAS 500 Y BAS
F.

1999/11896

not GL P, unpublished
CHE2000-789

* Only notifier listed
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Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.5 Methods of analysis
Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Jordan, J. AllA-4.21 | 2000 | Independent method validation of BASF ana- N BAS
lytical method D9904 entitled "Method for the
determination of BAS 500 F and its metabolite
BF 500-3 residues in plant matrices using
HPLC-UV".
Study No. 63832; Reg. No. 1999/5184
GLP, unpublished
RIP2000-1520
Jordan, J. AllA-4.21 | 2000 | Independent method validation of BASF ana- Y BAS
lytical method D 9904 entitled "Method for
determination of BAS 500 F and its metabolite
BF 500-3 residues in plant matrices using
HPLC-UV", Study no. 63832.
BASF 1999/5184
not GLP, unpublished
MET2000-276
Kampke-Thiel, |AllA-42.1 |1999 | Validation of BASF method 439/0 for the Y BAS
K. determination of BAS 500 F (as parent com-
pound) in matrices of animal origin, Study no.
53018.
BASF 99/11079
not GLP, unpublished
MET2000-279
Levsen, K. AllA-4.2.1 1999 | Independent validation of BASF method 439/0 Y BAS
for the determination of BAS 500 F (as parent
compound) in matrices of animal origin, Study
No. 15 G 99015.
BASF 99/11079
not GLP, unpublished
MET2000-280
Perez, R. and AllA-4.2.1 2000 | Independent method validation of BASF me- Y BAS
Perez, S. thod numbers D9808 (USA) and 421/0 (Ger-
many) entitled "Method for determination of
BAS 500 F and its metabolite BF 500-3 resi-
duesin plant matrices using LC/MSIMS",
Study no. 63832.
BASF 1999/5187
not GLP, unpublished
MET2000-274
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Pyraclostrobin — Annex A: List of tests and studies
A.5 Methods of analysis

01 August 2001

Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner?

Reinhard, K.
and Macken-
roth, C.

AllA-4.2.1

1999

Validation of BASF method no. 421/0 (Ger-
many) / D9808 (USA): Determination of BAS
500 F and its metabolite BF 500-3 in wheat,
grape, peanut and orange matrices, Study code
35509.

BASF 1999/11134

not GLP, unpublished

MET2000-273

BAS

Reinhard, K.
and Macken-
roth, Ch.

AllA-4.2.1

1999

Validation of BASF method no. 453/0: Deter-
mination of BAS 500 F and its metabolite BF
500-3 in matrices/ fractions of the processing
of barley, Study no. 35513, 10.12.99.

BASF 1999/11135

not GLP, unpublished

MET2000-277

BAS

Staab, G.

AllA-4.2.3

1998

Validation of analytical method no. 415, De-
termination of BAS 500 F (parent) in tap and
leachate water, Study no. 35886.

BASF 98/11182

not GLP, unpublished

MET2000-284

BAS

Tilting, N. and
Lehmann, W.

AllA-4.2.1

2000

Validation of analytical method 446 for the
determination of BAS 500 F (reg. no. 304428)
in sample material of animal origin, Study no.
35636.

BASF 1999/11075

not GL P, unpublished

MET2000-281

BAS

Tark, W.

AllA-4.1

1996

Detemination of toluene in Reg.No. 304 428.
1996/11581

not GL P, unpublished

CHE2000-787

BAS

Tark, W.

AllA-4.1

1996

The determination of Reg.No. 304 428 in tech-
nical grade active ingredient by HPLC.
1996/11507

not GL P, unpublished

CHE2000-783

BAS
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A.5 Methods of analysis

Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Tirk, W. AllA-4.1 1997 | Validation of HPLC-method CP 266: Y BAS

Determination of Reg.No. 304 428 in Reg.No.
304 428 technical active ingredient (TAI).
1997/10691

GLP, unpublished

CHE2000-784

Tirk, W. AllA-4.1 1998 | Validation of Headspace-GC Method CP284: Y BAS
Determination of Toluene in RegNo. 304428.
1998/11316

GLP, unpublished

CHE2000-788

Weeren, R.D. AllA-4.21 1999 | Examination of the applicability of DFG Me- Y BAS
and Pelz, S. thod S 19 for the determination of BAS 500 F,

BAS-9901V.

BASF 99/10833

not GLP, unpublished
MET2000-278

Zangmeister, W. | Al1A-4.2.2 | 1999 | Validation of analytical method no. 432, De- Y BAS
termination of BAS 500 F, Reg. no. 340266,
Reg. no. 369315 and Reg. no 364380 in soil,
Study no. 37275.

BASF 99/10076

not GLP, unpublished

MET2000-283

Zangmeister, W. | Al1A-4.2.3 1999 | Validation of analytical method 455: Determi- Y BAS
nation of BAS 500 F, BF 500-11, BF 500-12,
BF 500-13, BF 500-14 and BF 500-15 residues
in water (tap water and surface water), Study
no. 35888.

BASF 1999/10701

not GLP, unpublished

MET2000-285

Zangmeister, W. | Al1A-4.2.3 2000 | Determination of BAS 500 F in water by Y BAS
HPLC/UV.

BASF 2000/1000133
not GL P, unpublished
MET2000-286
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Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.5 Methods of analysis

Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Zangmeister, W. | AllA-4.2.4 | 1999 | Validation of analytical method 447: Determi- Y BAS

nation of BAS 500 F (Reg. no 304428) in air
by HPLC/UV, Study no. 35892.

BASF 1999/10694

not GLP, unpublished

MET2000-287

Ziegler, G. AllA-4.2.2 | 1998 | Validation of analytical method no. 409, De- Y BAS
termination of BAS 500 F (parent) in soil,
Study no. 35646.

BASF 98/10657

not GLP, unpublished

MET2000-282

Ziegler, H. AlllA-5.1 1997 | Validation of the analytical method CF-A 535 Y BAS
Determination of Reg.No. 304 428 in emulsifi-
able concentrates (BAS 500 00 F).
1997/10709

GLP, unpublished

CHE2000-782

Ziegler, H. AlllIA-5.1 1997 | Determination of the content of active ingre- Y BAS
dient Reg.No. 304 428 in emulsifiable con-
centrates (EC) [BAS 500 00 F] using HPLC.
1997/11514

not GLP, unpublished

CHE2000-781

Codes of owner

BAS: BASF Aktiengesell schaft
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A.6 Toxicology and metabolism
A.6 Toxicology and metabolism (Annex IIA 5; Annex [11A 7)

Author(s) Annex Year |Title Data Ownera-
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),

published or not
BBA registration number Y/N

Engelhardt, G. | AllA-54.1 | 1997 | Report on the study of BAS 500 .. F (=reg. no. Y BAS

and Hoffmann, 304 428) (ZHT test substance no.: 96/308) in

H.D. the Ames salmonella/lmammalian-microsome

mutagenicity test and escherichia co-
[i/mammalian-microsome reverse mutation
assay (standard plate test and preincubation
test).

40M0308/964244 ! #BASF 97/10973
GLP, unpublished

TOX2000-720

Engelhardt, G. | AllIA-5.4.1 | 1998 | In vitro unscheduled DNA synthesis (UDS) Y BAS

and Hoffmann, assay with BAS 500 F in primary rat hepato-

H.D. cytes.

81M0308/964306 ! # BASF 98/11421
GLP, unpublished
TOX2000-723

Engelhardt, G. | AllIA-5.4.1 | 1998 | In vitro gene mutation test with BAS 500 F in Y BAS

and Hoffmann, CHO cells (HPRT locus assay).

H.D. 50M0308/964303 ! 98/11422

GLP, unpublished
TOX2000-721

Engelhardt, G. |AllA-5.4.1 1999 | In vitro chromosome aberration assay with Y BAS

and Hoffmann, BAS500 Fin V79 cells.

H.D. 32M0308/964304 ! 1999/11403

GLP, unpublished
TOX2000-722

Engelhardt, G. | AllA-5.4.2 1998 | Cytogenetic study in vivo with BAS500 Fin Y BAS

and Hoffmann, the mouse micronucleus test single oral admi-

H.D. nistration.

26M0308/964204 ! # BASF 98/10460
GLP, unpublished
TOX2000-724

® Only notifier listed
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A.6 Toxicology and metabolism
Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Engelhardt, G. | AllA-5.8.1 | 1999 | Salmonellatyphimurium / escherichia coli Y BAS
and Hoffmann, reverse mutation assay (Standard Plate Test
H.D. and Preincubation Test) with reg. no. 412 785.
40M0252/994127 ! 1999/12020
GLP, unpublished
TOX2000-735
Engelhardt, G. | AllA-5.8.1 | 1999 | Salmonellatyphimurium / escherichia coli Y BAS
and Hoffmann, reverse mutation assay (Standard Plate Test
H.D. and Preincubation Test) with reg. no. 411 847.
40M0251/994126 ! 1999/12017
GLP, unpublished
TOX2000-734
Engelhardt, G. | AllA-5.8.1 | 2000 | Salmonellatyphimurium / escherichia coli Y BAS
and Hoffmann, reverse mutation assay (Standard Plate Test
H.D. and Preincubation Test) with reg. no. 413 038.
40M0249/994128 ! 2000/1000005
GLP, unpublished
TOX2000-736
Gamer, A.O. AllA-52.3 1997 | BAS500..F - Acute inhalation toxicity study in Y BAS
and Hoffmann, Wistar rats 4-hour liquid aerosol exposure.
H.D. 1310308/967028 ! #BASF 97/11472
GLP, unpublished
TOX2000-711
Gamer, A.O. AlllIA-7.1.7 | 2000 | Particle size distribution of BAS 500 00 F Y BAS
and Stadler, R. concerning acute inhal ation toxicity.
APD/CA 012000 ! #BASF 99/12006
not GLP, unpublished
TOX2000-744
Gamer, A.O., AllA-522.3 2001 | BAS500 F 40% in solvesso (technical active Y BAS
Leibold, E. and ingredient) - Acute inhalation toxicity study in
Hoffmann, H.D. Wistar rats 4-hour liquid aerosol exposure.
1310283/017002 ! 2001/1010625
GLP, unpublished
TOX2001-881
Gamer, A.O., AlllIA-7.1.3 | 1998 | BAS500 00 F - Acute inhalation toxicity study Y BAS
Leibold, E. and in Wistar rats 4-hour liquid aerosol exposure.
Hoffmann, H.D. 1310185/977014 ! #BASF 98/11185
GLP, unpublished
TOX2000-740
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A.6 Toxicology and metabolism
Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Leibold, E.and |AllA-5.1 1999 | 14C-BAS 500 F - Study of the dermal absorp- Y BAS
Hoffmann, H.D. tionin rats.
01B0363/966044 ! 1999/10716
GLP, unpublished
TOX2000-706
Leibold, E., AllA-5.1 1998 | 14C-BAS 500 F - Study of the biokineticsin Y BAS
Hoffmann, H.D. rats.
and Hildebrand, 02B0364/966007 ! #BASF 98/10997
B. GLP, unpublished
TOX2000-705
Meéllert, W., AllA-5.3.2 | 1999 | BAS 500 F - Subchronic oral toxicity study in Y BAS
Deckardt, K., Wistar rats administration in the diet for 3
Bahnemann, R. months.
and Hildebrand, 50C0183/96015 ! #BASF 99/10195
B. GLP, unpublished
TOX2000-717
Mellert, W., AllA-5.5 1999 | BAS 500 F - Carcinogenicity study in Wistar Y BAS
Deckardt, K., rats administration in the diet for 24 months.
Gembardt, C., 8250494/96086 ! 1999/11868
Pappritz, G. and GLP, unpublished
Hildebrand, B. TOX2000-727
Mellert, W., AllA-5.5 1999 | BAS 500 F - Chronic toxicity study in Wistar Y BAS
Deckardt, K., rats administration in the diet for 24 months.
Gembardt, C., 8250494/96085 ! 1999/11672
Pappritz, G. and GLP, unpublished
Hildebrand, B. TOX2000-726
Mellert, W., AllA-53.1 | 1999 | BAS500 F - Repeated dose dermal toxicity Y BAS
Deckardt, K., study in Wistar rats administration for 4 weeks.
Gembardt, Ch. 3350494/96179 ! 1999/11458
and Hildebrand, GLP, unpublished
B. TOX2000-716
Mellert, W., AllA-53.1 | 1999 | BAS500..F - Repeated dose oral toxicity study Y BAS
Deckardt, K., in Wistar rats administration in the diet for 4
Gembardt, Ch. weeks.
and Hildebrand, 30C0376/95083 ! 1999/11870
B. GLP, unpublished
TOX2000-715
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Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.6 Toxicology and metabolism
Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Mellert, W., AllA-5.3.2 | 1998 | BAS 500 F - Subchronic oral toxicity study in Y BAS
Deckardt, K., B6C3F1 Crl mice administration in the diet for
Kdttler, K. and 3 months.
Hildebrand, B. 60C0183/96016 ! #BASF 98/11345
GLP, unpublished
TOX2000-718
Mellert, W., AllA-5.5 1999 | BAS 500 F - Carcinogenicity study in B6C3F1 Y BAS
Deckardt, K., mice administration in the diet for 18 months.
Kiittler, K. and 76C0494/96101 ! 1999/11871
Hildebrand, B. GLP, unpublished
TOX2000-728
Mellert, W., AllA-5.7 1999 | BAS 500 F - Subchronic oral neurotoxicity Y BAS
Kaufmann, W. study in Wistar rats administration in the diet
and Hildebrand, for 3 months.
B. 50C0494/96174 ! 1999/11329
GLP, unpublished
TOX2000-733
Mellert, W., AllA-5.7 1999 | BAS 500 F - Acute oral neurotoxicity study in Y BAS
Kaufmann, W. Wistar rats.
and Hildebrand, 20C0494/96164 ! 1999/11111
B. GLP, unpublished
TOX2000-732
Menges, S., AllA-5.3.2 1999 | BAS 500 F - Subchronic oral toxicity study in Y BAS
Schilling, K., Beagle dogs administration in the diet for 3
Deckardt, K., months.
Gembardt, Chr. 31D0494/96089 ! 1999/11678
and Hildebrand, GLP, unpublished
B. TOX2000-719
Schilling, K., AllA-5.5 1999 | BAS 500 F - Chronic oral toxicity study in Y BAS
Deckardt, K., Beagle dogs administration in the diet for 12
Gembardt, Chr. months.
and Hildebrand, 33D0494/96144 ! 1999/11677
B. GLP, unpublished
TOX2000-725
Schilling, K., AllA-5.6.1 1999 | BAS 500 F - Two-generation reproduction Y BAS
Gembardt, Chr. toxicity study in Wistar rats continuous dietary
and Hildebrand, administration.
B. 70R0494/96172 ! 1999/11869
GLP, unpublished
TOX2000-729
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A.6 Toxicology and metabolism

01 August 2001

Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Schilling, K.,
Hellwig, J. and
Hildebrand, B.

AllA-5.6.2

1999

BAS 500 F - Prenatal developmental toxicity
study in Himalayan rabbits oral administration
(gavage).

40R0494/96159 ! 1999/11512

GLP, unpublished

TOX2000-731

BAS

Schilling, K.,
Hellwig, J. and
Hildebrand, B.

AllA-5.6.2

1999

BAS 500 F - Prenatal developmental toxicity
study in Wistar rats oral administration (gava-
ge).

30R0494/96168 ! 1999/11511

GLP, unpublished

TOX2000-730

BAS

Schilling, K.,
Hellwig, J. and
van Ravenzwa-

ay, B.

AllA-5.6.2

2001

BAS 500 F - Additional maternal toxicity study
in Himalayan rabbits oral administration (ga-
vage).

40R0494/96196 ! 2001/1003803

GLP, unpublished

TOX2001-471

BAS

Thornley, K.F.

and Wood, R.A.

AllA-5.1

1999

(14C)-BAS 500 F: Rates of penetration
through human and rat skin using an in vitro
system.

729/200 ! 50H0364/969131 ! 1999/11867
GLP, unpublished

TOX?2000-707

BAS

Velic, 1.

AllA-51

1999

Metabolism of 14C-BAS 500F (14C-304428)
in rats.

38773 1999/11781

GLP, unpublished

TOX2000-708

BAS

Wiemann, C.
and Hellwig, J.

AllA-5.2.1

1998

Study on the acute oral toxicity of BAS 500..F
inrats.

10A0183/961058 ! #BASF 98/10965

GLP, unpublished

TOX2000-709

BAS

Wiemann, C.
and Hellwig, J.

AllA-5.2.2

1998

Study on the acute dermal toxicity of BAS
500..F inrats.

11A0308/961120 ! #BASF 98/10966
GLP, unpublished

TOX2000-710

BAS




-19-

Pyraclostrobin — Annex A: List of tests and studies 01 August 2001
A.6 Toxicology and metabolism
Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Wiemann, C. AllA-5.2.4 1998 | BAS 500..F - Acute dermal irritation / corrosi- Y BAS
and Hellwig, J. on in rabbits.
14H0308/962190 ! #BASF 98/10959
GLP, unpublished
TOX2000-712
Wiemann, C. AllIA-5.25 | 1998 | BAS500..F - Acute eyeirritation in rabbits. Y BAS
and Hellwig, J. 13H0308/962191 ! #BASF 98/10963
GLP, unpublished
TOX2000-713
Wiemann, C. AllA-5.2.6 | 1998 | BAS500..F - Maximization test in guinea pigs. Y BAS
and Hellwig, J. 30H0494/962329 ! #BASF 98/10964
GLP, unpublished
TOX2000-714
Wiemann, C. AlllIA-7.1.1 | 1998 | BAS500 00 F - Acute oral toxicity inrats. Y BAS
and Hellwig, J. 10A0185/971108 ! #BASF 98/10804
GLP, unpublished
TOX2000-738
Wiemann, C. AlllIA-7.1.2 | 1998 | BAS 500 00 F - Acute dermal toxicity in rats. Y BAS
and Hellwig, J. 11A0185/971109 ! #BASF 98/10646
GLP, unpublished
TOX2000-739
Wiemann, C. AlllA-7.1.4 | 1998 | BAS500 00 F - Acute dermal irritation / corro- Y BAS
and Hellwig, J. sion in rabbits.
14H0185/972188 ! #BASF 98/10644
GLP, unpublished
TOX2000-741
Wiemann, C. AlllIA-7.1.5 | 1998 | BAS500 00 F - Acute eyeirritation in rabbits. Y BAS
and Hellwig, J. 13H0185/972189 ! #BASF 98/10645
GLP, unpublished
TOX2000-742
Wiemann, C. AlllIA-7.1.6 | 1998 | BAS500 00 F - Buehler Test in guinea pigs. Y BAS
and Hellwig, J. 32H0185/972201 ! #BASF 98/11034
GLP, unpublished
TOX2000-743

Codes of owner

BAS:
BBA:

BASF Aktiengesellschaft
Biologische Bundesanstalt fir Land-und Forstwirtschaft
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A.7 Residue data

01 August 2001

A.7 Residuedata (Annex I1A 6; Annex |I1A 8 and 12.2)

Author(s)

Annex
point/
reference
number

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Ownera-

Abdel-Baky, S.

AllA-6.0

2000

Storage Stability of BAS 500 F and BF 500-3

in Various Plant Matrices Including Processed
Commodities For Up to 19 Months of Frozen

Storage.

Reg. Doc. No. 2000/5248

GLP, unpublished

RIP2000-2043

BAS

Abdel-Baky, S.
and Riley, M.E.

AllA-6.0

1999

Freezer Storage stability of BAS 500 F and BF
500-3 in Various plant matrices including pro-
cessed commodities.

BASF 99/5064

GLP, unpublished

RIP2000-1074

BAS

Beck, J.

AllA-6.3

1999

Study on the residue behavior of BAS 500 00
F, epoxiconazole and kresoxim-methyl in ce-
reals after treatment with BAS 500 01 F, BAS
512 00 F and BAS 513 00 F under field condi-
tionsin Belgium, France, Germany, Great
Britain, Spain, Sweden and the Netherlands.
BASF 99/11509

GLP, unpublished

RIP2000-1031

BAS

Beck, J., Benz,
A. and Macken-
roth, C.

AllA-6.3

1999

Study on the residue behavior of Bas500 F in
cereals after treatment with Bas 500 01 F under
field onditions in Denmark, France, Germany,
Great Britain, Spain and Sweden.

BASF 99/11824

GLP, unpublished

RIP2000-1072

BAS

Bross, M. and
Mackenroth, C.

AllA-6.1

1999

The Metabolism of 14C-BAS 500 F (14C-
Reg.N0.304428) in Potato.

1999/11419

GLP, unpublished

RIP2000-1051

BAS

® Only notifier listed
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Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Bross, M. and
Mackenroth, C.

AllA-6.1

2000

Report Amendment No. 1 to Final Report:
The Metabolism of 14C-BAS 500 F (14C-
Reg.No. 304428) in Potato.
2000/1000048

GLP, unpublished

RIP2000-1041

BAS

Bross, M. and
Tilting, T.

AllA-6.2

2000

Investigation of the Metabolism of 14C-BAS
500 F in the Goat.

2000/1000004

GLP, unpublished

RIP2000-1020

BAS

Hafemann, C.
and Knodll, H.-
E.

AllA-6.2

1999

Metabolism of (14C) BAS 500 Fin Laying
Hens.

BASF 99/11480

GLP, unpublished

RIP2000-1022

BAS

Hamm, R.T.

AllA-6.1

1998

Metabolism of BAS 500 F in Grapes.
BASF 98/10988

GLP, unpublished

RIP2000-1050

BAS

Hamm, R.T.

AllA-6.1

2000

Report Amendment No. 1 to Final Report Me-
tabolism of BAS 500 F in Grapes.

BASF 2000/1000201

GLP, unpublished

RIP2000-1275

BAS

Haughey, D.,
Abdel-Baky, S.
and Riley, M.E.

AllA-6.3

2000

The magnitude of BAS 500 F residuesin pista-
chios.

Study No. 61661; Reg. No. 1999/5150

GLP, unpublished

RIP2000-1526

BAS

Haughey, D.,
Abdel-Baky, S.
and Riley, M.E.

AllA-6.3

1999

The magnitude of BAS 500 F residuesin su-
garbests.

Study N0.55185; Reg. No. 1999/5157

GLP, unpublished

RIP2000-1541

BAS
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A.7 Residue data
Author(s) Annex Year | Title Data | Owner®
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Haughey, D., AllA-6.3 1999 | Magnitude of BAS 500 F residues in strawber- Y BAS
Abdel-Baky, S. ries.
and Riley, M.E. Study No. 55223; Reg. No. 1999/5140
GLP, unpublished
RIP2000-1528
Haughey, D., AllA-6.3 2000 | The magnitude of BAS 500 F residuesin pe- Y BAS
Abdel-Baky, S. cans.
and Riley, M.E. Study No. 61660; Reg. No. 1999/5152
GLP, unpublished
RIP2000-1525
Haughey, D., AllA-6.3 2000 | The magnitude of BAS 500 F residuesin al- Y BAS
Abdel-Baky, S. monds.
and Riley, M..E. Study No. 47727; Reg. No. 1999/5161
GLP, unpublished
RIP2000-1523
Leibold, E., AllA-6.2 1998 | 14C-BAS 500 F - Study of the Absorption, Y BAS
Hoffmann, H.D. Distribution and Excretion after repeated Oral
and Hildebrand, Administration to Layin Hens.
B. BASF 98/10637
GLP, unpublished
RIP2000-1021
Leibold, E., AllA-6.2 1998 | 14C-BAS 500 F - Absorbtion, Distribution and Y BAS
Hoffmann, H.D. Exkretion after Repeated Oral Adminstration in
and Hildebrand, Lactating Goats.
B. BASF 98/10636
GLP, unpublished
RIP2000-1018
Meumann, H. AllA-6.3 1999 | Study on the residue behavior of BAS500 F in Y BAS
grapes after treatments with BAS 500 00 F
under field conditions in France, Germany and
Spain.
BASF 99/10981
GLP, unpublished
RIP2000-1028
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Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Meumann, H.

AllA-6.3

1999

Study of the residue behaviour of BAS 500 F
in grapes after eight treatments with BAS 500
00 F under field conditionsin France and Ger-
many.

BASF 99/10980

GLP, unpublished

RIP2000-1027

BAS

Meumann, H.

AllA-6.5.2

1999

Study on the residue behavior of BAS 500 F in
grapes and grape process fractions after treat-
ments with BAS 500 00 F under field conditi-
onsin Germany.

BASF 99/10982

GLP, unpublished

RIP2000-1079

BAS

Meumann, H.,
Benz, A. and

Mackenroth, C.

AllA-6.3

1999

Evaluation of the residue behavior of BAS 500
F after application of BAS 500 01 F in Cereals
under field conditionsin Germany, France and
Sweden.

BASF 99/11825

GLP, unpublished

RIP2000-1073

BAS

Reinhard, K.

AllA-6.1

1999

Metabolism of 14C-BAS 500 F in Wheat.
BASF 1999/11137

GLP, unpublished

RIP2000-1009

BAS

Reinhard, K.
and Macken-
roth, C.

AllA-6.1

1999

Extractabilitiy of 14C-BAS 500 F residues
from Wheat and Grape Matrices with Aqueous
Methanol (according to Method No. 421/0).
35512; BASF 99/11138

GLP, unpublished

RIP2001-72

BAS

Reinhard, K.
and Macken-
roth, C.

AllA-6.1

2001

Extractabilitiy of 14C-BAS 500 F residues
from Wheat and Grape Matrices with Aqueous
Methanol (according to Method No. 421/0).
35512; BASF 1999/11700

GLP, unpublished

RIP2001-73

BAS
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Author(s) Annex Year | Title Data | Owner®
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not

BBA registration number Y/N
Scharf, J. AllA-6.5.1 |1998 | Hydrolysis of BAS 500 F at 90°C, 100°C, and Y BAS
120°C.

BASF 98/10840
GLP, unpublished
RIP2000-1078

Schat, B. and AllA-6.4 1999 | Feeding Study with BAS 500 F (Reg. no. Y BAS
Beelen, G.M. 304428) in Lactating Dairy Cows.
1999/11895

GLP, unpublished

RIP2000-1075

Schulz, H. AllA-6.3 1999 | Determination of the residues of BAS500 F in Y BAS
Grapes following Treatment with BAS 500 00
F under field conditionsin Italy 1998.

BASF 99/11638

GLP, unpublished

RIP2000-1029
Schulz, H.and |AllIA-6.5.2 | 2000 | Determination of the residues of BAS500 F in Y BAS
Scharm, M. Barley and processed products following

treatment with BAS 500 Olunder field conditi-
onsin Germany.

BASF 99/11826

GLP, unpublished

RIP2000-1082
Schulz, H.and | AllA-6.5.2 2000 | Determination of the residues of BAS 500 F in Y BAS
Scharm, M. Barley and processed products following

treatment with BAS 500 01 F under field con-
ditionsin Germany.

BASF 99/11827

GLP, unpublished

RIP2000-1083

Tilting, N. AllA-6.0 2000 | Investigation of the Stability of Residues of Y BAS
BAS 500 F (Reg. No. 304428) in Sample Ma-
terials of Animal Origin Under usual Storage
Conditions.

Reg. Doc.# 2000/1017116

GLP, unpublished

RIP2000-2042
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A.7 Residue data

Author(s) Annex Year | Title Data | Owner®
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not

BBA registration number Y/N
Tilting, N. AllA-6.4 2000 | Investigation of Residues of BAS 500 F (Reg. Y BAS
No. 304428) in tissues and Milk of Dairy
Cows.

2000/1000003

GLP, unpublished

RIP2000-1076

Tilting, N. and | AllA-6.0 2000 | Investigation of the Stability of Residues of Y BAS
Knoell, H.-E. BAS 500 F (Reg. No. 304428) in Sample Ma
terials of Animal Origin Under usual Storage
Conditions.

2000/1000002

GLP, unpublished

RIP2000-1077

Tilting, N. and | AllA-6.2 2000 | 14C-Validation of Method 446 for the Deter- N BAS
Knoell, H.-E. mination of BAS 500 F (Reg. No. 304428) and
its Metabolites in Matrices of Animal Origin.
35907;2000/1000001

GLP, unpublished

RIP2001-75

Veit, P. AllA-6.6 2000 | Confined rotational crop study with 12C-BAS Y BAS
500 F.

BASF 1999/11829
GLP, unpublished
RIP2000-1085

Versoi, P.L., AllA-6.3 1999 | The magnitude of BAS 500 F residuesin bell Y BAS
Abdel-Baky, S. and chili peppers.

and Riley, M..E. Study N0.61659; Reg. No. 1999/5151
GLP, unpublished

RIP2000-1534

Versoi, P.L., AllA-6.3 2000 | Magnitude of BAS 500 F residues in potatoes. Y BAS
Abdel-Baky, S. Study N0.46325; Reg. No. 1999/5148
and Riley, M.E. GLP, unpublished

RIP2000-1540

Versoi, P.L., AllA-6.3 2000 | Magnitude of BAS 500 F residuesin dry field Y BAS
Abdel-Baky, S. peas.

and Riley, M..E. Study N0.46591; Reg. No. 1999/5154
GLP, unpublished

RIP2000-1537
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A.7 Residue data
Author(s) Annex Year | Title Data | Owner®
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Versoi, P.L., AllA-6.3 2000 | Magnitude of BAS 500 F residuesin lentils. Y BAS
Abdel-Baky, S. Study N0.46590; Reg. No. 1999/5159
and Riley, M.E. GLP, unpublished
RIP2000-1536
Versoi, P.L., AllA-6.5.2 | 1999 | Magnitude of BAS 500 F residues in wheat Y BAS
Abdel-Baky, S. Processed fractions and aspirated grain fracti-
and Riley, M.E. on.
1999/5122
GLP, unpublished
RIP2000-1084
Versoi, P.L., AllA-6.3 1999 | The magnitude of BAS 500 F residuesin red Y BAS
Abdel-Baky, S. raspberries and highbush blueberries.
and Riley, M..E. Study N0.46911; Reg. No. 1999/5143
GLP, unpublished
RIP2000-1529
Versoi, P.L., AllA-6.3 2000 | Magnitude of BAS 500 F residues in radishes. Y BAS
Abdel-Baky, S. Study N0.61658; Reg. No. 1999/5149
and Riley, M.E. GLP, unpublished
RIP2000-1531
Versoi, P.L., AllA-6.3 2000 | The magnitude of BAS 500 F residuesin dry Y BAS
Abdel-Baky, S. bulb and green onions.
and Riley, M..E. Study N0.46694; Reg. No. 1999/5158
GLP, unpublished
RIP2000-1532
Versoi, P.L., AllA-6.3 2000 | The magnitude of BAS 500 F residuesin car- Y BAS
Abdel-Baky, S. rots.
and Riley, M..E. Study N0.46743; Reg. No. 1999/5155
GLP, unpublished
RIP2000-1530
Wofford, JT., |AllA-6.3 1999 | Magnitude of BAS 500 F residues in peanuts. Y BAS
Abdel-Baky, S. Study N0.98026; Reg. No. 1999/5078
and Riley, M.E. GLP, unpublished
RIP2000-1539
Wofford, JT., |AllA-6.3 2000 | The magnitude of BAS 500 F residuesin sto- Y BAS
Abdel-Baky, S. nefruit.
and Riley, M.E. Study No. 46867; Reg. No. 1999/5146
GLP, unpublished
RIP2000-1527
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Author(s) Annex Year | Title Data | Owner®
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Wofford, J.T., |AllA-6.3 2000 | Magnitude of BAS 500 F residues in citrus. Y BAS
Abdel-Baky, S. Study No. 54766; Reg. No. 1999/5144
and Riley, M.E. GLP, unpublished
RIP2000-1522
Wofford, J.T., |AllA-6.3 1999 | Magnitude of BAS 500 F residues in peanuts. Y BAS
Abdel-Baky, S. Study N0.97042; Reg. No. 1999/5071
and Riley, M.E. GLP, unpublished
RIP2000-1538
Wofford, J.T., |AllA-6.3 1999 | Magnitude of BAS 500 F residues in cucurbits. Y BAS
Abdel-Baky, S. Study N0.98022; Reg. No. 1999/5083
and Riley, M.E. GLP, unpublished
RIP2000-1535
Wofford, J.T., |AllA-6.3 1999 | Magnitude of BAS 500 F residues in tomatoes. Y BAS
Abdel-Baky, S. Study N0.46694; Reg. No. 1999/5158
and Riley, M.E. GLP, unpublished
RIP2000-1533
Wofford, JT., |[AllA-6.5.2 |1999 | The magnitude of BAS 500 F Residuesin Y BAS
Abdel-Baky, S. Grape Process Fractions.
and Riley, M.E. 1999/5011
GLP, unpublished
RIP2000-1080
Wofford, JT., |AllA-6.3 1999 | Magnitude of BAS 500 F Residues in bananas Y BAS
Abdel-Baky, S. for Import Tolerance.
and Riley, M..E. 1999/5095
GLP, unpublished
RIP2000-1030

Codes of owner

BAS:

BASF Aktiengesell schaft
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A.8 Environmental fate and behaviour (Annex 1A 7; Annex |11A 9)

Author(s) Annex Year |Title Data Ownera-
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),

published or not
BBA registration number Y/N

Bayer, H. AllA- 1999 | Storage Stability of BAS 500 F in Terrestrial Y BAS

71121 Soil Samples.
1999/11288, 35881
GLP, unpublished
BOD2000-650

Becker, F.A., AlllA-9.2.3 | 1999 | The degree of ground coverage by arable crops N -

Klein, AW., in estimating the amount of spray solution

Winkler, R., intercepted by the plants.

Jung, B., Blei- GLP, published

holder, H. and Nachrichtenbl. Deut. Pflanzenschutzd., 51, 9,

Schmider, F. 1999, 237-242

WAS2001-52

Ebert, D. AllA- 1998 | The aerobicsoil metabolism of 14C-BAS 500 Y BAS
71111 F.

AllA- 98/11201, 35643
71121 GLP, unpublished
BOD2000-636

Ebert, D. AllA- 1999 | The degradation Behaviour of 14C-BAS 500 F Y BAS

71121 in Different Soils (DT50/DT90).
1999/11091, 35877
GLP, unpublished
BOD2000-638

Ebert, D. AllA- 1999 | Investigations on the release of soil-bound Y BAS

71121 residues of 14C-BAS 500 F by earthwormes.
1999/11289, 53058
GLP, unpublished
BOD2000-644

Ebert, D. AllA- 1999 | The Aerobic Soil Metabolism of 14C-BAS 500 Y BAS
71111 F.

AllA- 1999/10090, 35644
71121 GLP, unpublished
BOD2000-637

" Only notifier listed
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Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Ebert, D. AllA- 1999 | Degradation of BAS 500 F in Aerobic Aquatic Y BAS
7.2.1.32 Environment Under Irradiated Conditions.
1999/11791, 52978
GLP, unpublished
WAS2000-351
Gottesbueren, AlllA-9.2.3 | 2000 | Calcuation of Predicted Environmental Con- Y BAS
B. centrations for BAS 500 F in Moving Surface
Water (PECsw) for aVineyard Scenario.
99/11798, CALC-149
not GLP, unpublished
WAS2000-341
Hauck, T.and | AlllA-9.2.3 | 2000 | Derivation of low flow rates for standard surfa- Y BAS
Gottesbueren, ce waters (slow moving water bodies).
B. Docl D 2000/1014985, CALC-189
not GLP, unpublished
WAS2000-671
Hoallis, JM. AlllA-9.2.3 | 2000 | The Derivation of Flow Statistics for UK Ri- Y BAS
vers.
Docl D 2000/1004087
not GLP, unpublished
WAS2000-672
Kellner, O. AllA- 1999 | The Anaerobic Soil Metabolism of BAS 500 F Y BAS
7.1.1.12; (14C-Chlorophenyl).
AllA- 1999/11103, 35875
71121 GLP, unpublished
BOD2000-642
Kellner, O. AllA- 1999 | The Anaerobic Soil Metabolism of BAS 500 F Y BAS
7.11.12; (14C-Tolyl).
AllA- 1999/10079, 35645
71121 GLP, unpublished
BOD2000-641
Kellner, O.and | AllA- 1999 | Field soil dissipation of BAS 500 F (304428) Y BAS
Zangmeister, W. | 7.1.1.2.2 in formulation BAS 500 01 F (1998 - 1999).
1999/11301, EU/FA/049/98
GLP, unpublished
BOD2000-648
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Author(s) Annex Year | Title Data | Owner’
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Kellner, O.and | AllA- 1999 | Field soil dissipation of BAS 500 F (304428) Y BAS
Zangmeister, W. | 7.1.1.2.2 in formulation BAS 500 01 F.
1999/11292, DE/FA/045/97
GLP, unpublished
BOD2000-647
Platz, K. and AlllA-9.2.3 | 1999 | Calcuation of Predicted Environmental Con- Y BAS
Gottesbueren, centrations for BAS 500 F in Static Surface
B. Water (PECsw) for a Cereal Scenario.
1999/11806, CALC-155
not GLP, unpublished
WAS2000-342
Platz, K. and AlllA-9.2.3 | 1999 | Calcuation of Predicted Environmental Con- Y BAS
Gottesbueren, centrations for BAS 500 F in Static Surface
B. Water (PECsw) for aVineyard Scenario.
1999/11792, CALC-142
not GLP, unpublished
WAS2000-340
Platz, K. and AlllA-9.2.3 | 2000 | Calcuation of Predicted Environmental Con- Y BAS
Gottesbueren, centrations for BAS 500 F in Moving Surface
B. Water (PECsw) for a Cereal Scenario.
99/11805, CALC-154
not GLP, unpublished
WAS2000-343
Platz, K. and AlllA-9.2.3 | 1999 | Calcuation of Predicted Environmental Con- Y BAS
Gottesbueren, centrations for BF 500-13 in Surface Water
B. (PECsw) for aVineyard Scenario.
1999/11794, CALC-144
not GLP, unpublished
WAS2000-345
Platz, K. and AlllA-9.2.3 | 1999 | Calcuation of Predicted Environmental Con- Y BAS
Gottesbueren, centrations for BF 500-3 in Sediment (PECsed)
B. for aVineyard Scenario.
1999/11797, CALC-148
not GL P, unpublished
WAS2000-348
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Author(s)

Annex
point/
reference
number

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner’

Platz, K. and
Gottesbueren,
B.

AlllA-9.2.3

1999

Calcuation of Predicted Environmental Con-
centrations for BAS 500 F in Sediment (PEC-
sed) for aVineyard Scenario.

1999/11796, CALC-147

not GLP, unpublished

WAS2000-347

BAS

Platz, K. and
Gottesbueren,
B.

AlllA-9.2.3

1999

Calcuation of Predicted Environmental Con-
centrations for BF 500-14 in Surface Water
(PECsw) for aVineyard Scenario.
1999/11795, CALC-145

not GLP, unpublished

WAS2000-346

BAS

Platz, K. and
Gottesbueren,
B.

AlllA-9.2.3

1999

Calcuation of Predicted Environmental Con-
centrations for BF 500-11 in Surface Water
(PECsw) for aVineyard Scenario.
1999/11793, CALC-143

not GLP, unpublished

WAS2000-344

BAS

Regenstein, H.

AlllTA-9.1.3;
AlllA-11

1999

Document M 111 - Tier Il summeries and as-
sessments of individual tests and studies and
groups of tests and studies.

1999/11982

not GLP, unpublished

BOD2000-660

BAS

Regenstein, H.

AlllA-9.2.1;
AlllA-9.2.3;
AlllA-11

1999

Document M 111 - Tier Il summeries and as-
sessments of individual tests and studies and
groups of tests and studies.

1999/11982

not GLP, unpublished

WAS2000-355

BAS

Regenstein, H.

AlllIA-9.3;
AlllA-11

1999

Document M 111 - Tier Il summeries and as-
sessments of individual tests and studies and
groups of tests and studies.

1999/11982

not GLP, unpublished

LUF2000-253

BAS
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Author(s)

Annex
point/
reference
number

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner’

Reuschenbach

AllA-
72131

1999

Determination of the Biodegradability of BAS
500 F in the Manometric Respirometry Test
according to GLP, EN 45001 and I SO 9002.
99/10655, 99/0164/26/1

GLP, unpublished

WAS2000-349

BAS

Scharf, J.

AllA-
71112

1999

Soil Photolysis of BAS 500 F.
1999/11300, 35876

GLP, unpublished
BOD2000-640

BAS

Scharf, J.

AllA-2.9;
AllA-7.2.1.2

1999

Aqueous Photolysis of BAS 500 F.
1999/11286

GLP, unpublished

LUF2000-249

BAS

Scharf, J.

AllA-7.2.2

1999

Volatilization of BAS 500 F after Application
of BAS 500 00 F on Soil and on Plant Surfa-
Ces.

1999/11093, 36008

GLP, unpublished

LUF2000-250

BAS

Scharf, J.

AllA-2.10;
AllA-7.2.2

1999

Photochemical Oxidative Degradation Of BAS
500 F (QSAR Estimates).

99/10086, JS-99-04

GLP, unpublished

LUF2000-246

BAS

Seher, A.

AllA-7.1.2

1999

Soil Adsorption/Desorption Study of 369315
(BF 500-7).

1999/10684, PI990009

GLP, unpublished

BOD2000-654

BAS

Seher, A.

AllA-7.1.2

1999

Soil Adsorption/Desorption Study of 364380
(BF 500-6).

1999/10686, PI990002

GLP, unpublished

BOD2000-653

BAS
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Author(s)

Annex
point/
reference
number

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner’

Seher, A.

AllA-7.1.2

1999

Soil Adsorption/Desorption Study of 340266
(BF 500-3) on Sails.

1999/10695, P1990019

GLP, unpublished

BOD2000-652

BAS

Staudenmaier,
H.

AllA-
72132

1999

Degradation of BAS 500 F in Aerobic Aquatic
Environment.

1999/11241, 35642

GLP, unpublished

WAS2000-350

BAS

van de Veen,
JR.

AlllA-9.1.3

1999

Calcuation of Predicted Environmental Con-
centrations for BF 500-6 and BF 500-7 in Soil
(PECs) for aVineyard and a Cereals Scenario.
1999/11802, CALC-152

not GLP, unpublished

BOD2000-624

BAS

van de Veen,
JR.

AlllA-9.1.3

1999

Calcuation of Predicted Environmental Con-
centrations for BAS 5000 F in Soil (PECs) on a
European Level in Cereals.

1999/11801, CALC-151

not GLP, unpublished

BOD2000-623

BAS

van de Veen,
JR.

AlllA-9.1.3

1999

Calcuation of Predicted Environmental Con-
centrations for BAS 5000 F in Soil (PECs) on a
European Level for aVineyard Scenario.
1999/11800, CALC-150

not GLP, unpublished

BOD2000-622

BAS

van de Veen,
JR.

AlllA-9.2.1

1999

Calcuation of Predicted Environmental Con-
centrations (PECgw) of BF 500-3 in Ground-
water.

1999/11803, CALC-153

not GL P, unpublished

WAS2000-496

BAS
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Author(s)

Annex
point/
reference
number

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner’

van de Veen,
JR.

AlllA-9.2.1

1999

Calcuation of Predicted Environmental Con-
centrations (PECgw) of BAS 500 F and its
Metabolites BF 500-6 and BF 500-7 in
Groundwater on a European Level.
1999/11799, CALC-141

not GLP, unpublished

WAS2000-495

BAS

van de Veen,
JR.

AlllA-9.2.3

2000

Estimation of the Drainage Entry Route Per-
centages of BAS 500 F and its Soil Metabolites
BF 500-6 and BF 500-7 into Surface Waters.
ID 2000/1014991, CALC-204

not GLP, unpublished

WAS2000-669

BAS

Ziegler, G.

AllA-7.1.2

1998

Soil Adsorption/Desorption Study of 304428
(BAS500 F).

98/10650, 35882

GLP, unpublished

BOD2000-651

BAS

Ziegler, G.

AllA-7.1.3.1

1998

Leaching Behaviour of 14C-BAS 500 Fin four
soils under laboratory conditions.

98/11350, 42375

GLP, unpublished

BOD2000-656

BAS

Ziegler, G.

AllA-7.1.3.2

1998

Leaching Behaviour of 14C-BAS 500 F after
Aerabic Aging for 30 Days.

98/11202, 35648

GLP, unpublished

BOD2000-657

BAS

Codes of owner

BAS:

BASF Aktiengesell schaft
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A.9 Ecotoxicology (Annex I1A 8; Annex I11A 10)

Author(s)

Annex
point/
reference
number

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Ownera-

Chapleo, S.

AllA-8.2.3

1999

Bioaccumulation and metabolism of [14C]-
BAS 500 F in bluegill sunfish.

391491, 17015

GLP, unpublished

WAT2000-241

BAS

Daum, A.

AllA-8.2.3

1999

Determination of the octanol/water-partition
coefficient of Reg.-No. 412785 (BF 500-13) by
HPLC.

PCP05339

GLP, unpublished

WAT2000-243

BAS

Daum, A.

AllA-8.2.3

1999

Determination of the octanol/water-partition
coefficient of Reg.-No. 413038 (BF 500-14) by
HPLC.

PCP05354

GLP, unpublished

WAT2000-244

BAS

Daum, A.

AllA-8.2.3

1999

Determination of the octanol/water-partition
coefficient of Reg.-No. 411847 (BF 500-11) by
HPLC.

PCP05338

GLP, unpublished

WAT2000-242

BAS

Dohmen, G-P

AllA-8.2.1

1999

Effect of BAS 500 F on Daphnia magna Straus
in a48 hours acute toxicity test.

35806

GLP, unpublished

WAT?2000-247

BAS

Dohmen, G-P

AllA-8.2.5

1999

Effects of BAS 500 F on mortality and repro-
duction of Daphnia magna.

35811

GLP, unpublished

WAT?2000-251

BAS

8 Only notifier listed
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Annex
point/
reference
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source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Dohmen, G-P

AllA-8.2.6

1999

Effect of BAS 500 F on the growth of the
green algae Pseudokirchneriella subcapitata.
35803

GLP, unpublished

WAT?2000-252

BAS

Dohmen, G-P

AllA-8.2.7

2000

Effects of BAS 500 F on the development of
sediment dwelling larvae of Chironomus ripa-
riusin awater-sediment system.

35966

GLP, unpublished

WAT?2000-256

BAS

Dohmen, G-P

AlllA-10.2.1

1999

Effect of BAS 500 00 F on the growth of the
green alga Pseudokirchneriella subcapitata.
35848

GLP, unpublished

WAT2000-265

BAS

Dohmen, G-P

AlllA-10.2.1

1999

Effect of BAS 500 00 F on the immobility of
Daphnia magna Straus in a48 hour static, acute
toxicity test.

35851

GLP, unpublished

WAT2000-264

BAS

Dohmen, G-P

AlllA-10.2.2

2000

The effect of BAS 500 00 F on aquatic eco-
systems - an outdoor mesocosm investigation.
35980

GLP, unpublished

WAT?2000-231

BAS

Ebert, D.

AllA-8.4.1

1999

I nvestigations on the release of soil-bound
residues of 14C-BAS 500 F by earthwormes.
Std:: 53058 | BASF 1999/11289

GLP, unpublished

ARW2000-86

BAS

Ehlers, H.A.

AlllA-
10.6.1.3

2000

Field study to evaluate the effects of BAS 500
00 F on earthworms.

Proj.: 6180023 ! BASF 2000/1000012

GLP, unpublished

ARW2000-90

BAS
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Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Ehlers, H.A.

AlllA-
10.6.1.3

2000

Field study to evaluate the effects of BAS 500
00 F on earthworms.

BASF 2000/1012439

GLP, unpublished

ARW2000-184

BAS

Frey, L.T.,

Beavers, J.B.
and Jaber, M.

AllA-8.1.3

1999

BAS 500 F: A reproduction study with the
northern bobwhite.

145-175

GLP, unpublished

AV S2000-64

BAS

Frey, L.T.,

Beavers, J.B.
and Jaber, M.

AllA-8.1.3

1999

BAS 500 F: A reproduction study with the
mallard.

147-176

GLP, unpublished

AV S2000-63

BAS

Jatzek

AllA-8.2.5

1999

Determination on the acute effect of BF 500-13
on the swimming ability of the water flea
Daphnia magna Straus.

99/0518/50/1

GLP, unpublished

WAT2000-249

BAS

Jatzek

AllA-8.2.5

1999

Determination on the acute effect of BF 500-14
on the swimming ability of the water flea
Daphnia magna Straus.

99/0519/50/1

GLP, unpublished

WAT?2000-250

BAS

Jatzek

AllA-8.25

1999

Determination on the acute effect of BF 500-11
on the swimming ability of the water flea
Daphnia magna Straus.

99/0517/50/1

GLP, unpublished

WAT?2000-248

BAS

Krieg, W.

AllA-84.1

1999

Effect of BF 500-6 on the mortality of the
earthworm Eiseniafoetida.

Std.: 35987 ! BASF 1999/11308

GLP, unpublished

ARW2000-84

BAS
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Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Krieg, W.

AllA-84.1

1999

Effect of BF 500-7 on the mortality of the
earthworm Eiseniafoetida.

Std:: 54484 ! BASF 1999/11309

GLP, unpublished

ARW2000-85

BAS

Krieg, W.

AllA-84.1

1999

Effect of BAS 500 F on the mortality of the
earthworm Eiseniafoetida.

Std.: 35801 ! BASF 1999/10708

GLP, unpublished

ARW2000-83

BAS

Krieg, W.

AllA-8.5

1999

Effect of BF 500-6 and BF 500-7 on the nitro-
gen turnover in soil.

54482 | BASF DoclD 1999/11311

GLP, unpublished

BMF2000-38

BAS

Krieg, W.

AllA-8.5

1999

Effect of BF 500-6 and BF 500-7 on soil respi-
ration.

54483 ! BASF DoclD 1999/11120

GLP, unpublished

BMF2000-37

BAS

Krieg, W.

AlllA-
10.6.1.1

1998

Effect of BAS 500 00 F on the mortality of the
earthworm Eiseniafoetida

Std.: 35846 ! BASF 1998/11395

GLP, unpublished

ARW2000-87

BAS

Krieg, W.

AlllA-
10.6.1.2

1999

Effect of BAS 500 00 F on growth and repro-
duction of the earthworm Eisenia foetida.
Std.: 56987 ! BASF 1999/10650

GLP, unpublished

ARW2000-88

BAS

Krieg, W.

AlllA-
10.6.1.3

2000

Field study to evaluate the effects of BAS 500
00 F on earthworms (grassland site).

Std.: 60996 ! BASF 2000/1000008

GLP, unpublished

ARW2000-89

BAS
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Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Krieg, W.

AlllA-
10.6.1.3

2000

Field study to evaluate the effects of BAS 500
01 F on earthworms.

BASF 2000/1012437

GLP, unpublished

ARW2000-183

BAS

Krieg, W.

AlllA-
10.6.1.3

2000

Field study to evaluate the effects of BAS 500
00 F on earthworms (grassland site).

BASF 2000/1012435

GLP, unpublished

ARW2000-182

BAS

Krieg, W.

AlllA-10.6.2

2000

Monitoring of Collembola populations follo-
wing an exposure to BAS 500 00 F in the field
(grassland).

Proj.: 60997 ! BASF 2000/1000020

GLP, unpublished

ARW2000-92

BAS

Krieg, W.

AlllA-10.6.2

2000

Bait-laminatest to evaluate the activity of soil
organisms following an exposure to BAS 500
00 Finthefield.

Std.: 69959 ! BASF 2000/1000016

GLP, unpublished

ARW2000-91

BAS

Krieg, W.

AlllA-10.7.1

1998

Effects of BAS 500 00 F on the nitrogen tur-
nover in soil.

35845 ! BASF 98/11260

GLP, unpublished

BMF2000-40

BAS

Krieg, W.

AlllA-10.7.1

1998

Effects of BAS 500 00 F on soil respiration.
35844 ! BASF 98/11252

GLP, unpublished

BMF2000-39

BAS

Munk, R.

AllA-8.1.1

1997

Report BAS 500 F (Reg.N0.304 428) - Avian
single-dose oral LD50 on the bobwhite quail
(Colinus virginianus);.

11W0494/96117 /IBAS 97/11136

GLP, unpublished

AV S2000-60

BAS
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BBA registration number Y/N
Munk, R. AllA-8.1.2 | 1998 | Test Report BAS500 F - Avian dietary LC50 Y BAS
test in chicks of the mallard duck (Anas pla
tyrhynchosL.).

31W0494/96123/BAS 98/10933
GLP, unpublished

AV S2000-62

Munk, R. AllA-8.1.2 |1998 | Test Report BAS500 F - Avian dietary LC50 Y BAS
test in chicks of the bobwhite quail (Colinus
virginianus);.

31W0494/96126/BAS 98/10932
GLP, unpublished
AV S2000-61

Munk, R. AllIA-8.21 | 1998 | BAS500 F Acute toxicity study on the com- Y BAS
mon carp (Cyprinus carpio L.) in a static sys-
tem (96 hours).

12F0494/965178

GLP, unpublished

WAT2000-234

Munk, R. AllA-8.2.1 1998 | BAS500 F Acute toxicity study on the blue- Y BAS
gill (Lepomis macrochirus Raf.) in a static
system (96 hours).

12F0494/965179

GLP, unpublished

WAT?2000-233

Oberwalder, C. | AlIA-8.6; 2000 | BAS 500 00 F: Effects on non-target plantsin Y BAS
and Schmidt, O. | AlllA-10.8 the greenhouse - A limit test.

Std.: 67673 ! BASF 2000/1000024
GLP, unpublished

PFL2000-99

Reuschenbach | AIlA-8.2.6 1999 | Determination of the inhibitory effect of BF Y BAS
500-13 on the cell multiplication of unicellular
green algae.

99/0518/60/1

GLP, unpublished

WAT?2000-254
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Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Reuschenbach

AllA-8.2.6

1999

Determination of the inhibitory effect of BF
500-14 on the cell multiplication of unicellular
green algae.

99/0519/60/1

GLP, unpublished

WAT?2000-255

BAS

Reuschenbach

AllA-8.2.6

1999

Determination of the inhibitory effect of BF
500-11 on the cell multiplication of unicellular
green algae.

99/0517/60/1

GLP, unpublished

WAT2000-253

BAS

Reuschenbach

AllA-8.7;
AlllA-10.2

1999

Determination of the inhibition of oxygen con-
sumption by activated sludge by BAS 500 F in
the activated sludge respiration inhibition test.
99/0164/08/1

GLP, unpublished

WAT2000-230

BAS

Sack, D.

AllA-8.3

1999

Effects of Reg.No. 304 428 on the Honeybee
(ApismelliferaL.) in Laboratory Trials.
11457

GLP, unpublished

BIE2000-12

BAS

Sack, D.

AlllA-10.4

1999

Effects of BAS 500 00 F on the Honeybee
(Apismelliferal.) in Laboratory Trials.
11455

GLP, unpublished

BIE2000-11

BAS

Zok, S.

AllA-8.2.1

1999

Reg.-Nr. 413038 Acute toxicity study on the
rainbow trout (Oncorhynchus mykiss Walbaum
1792) in a static system (96 hours).
12F0249/995035

GLP, unpublished

WAT?2000-237

BAS

Zok, S.

AllA-8.2.1

1999

Reg.-Nr. 412785 Acute toxicity study on the
rainbow trout (Oncorhynchus mykiss Walbaum
1792) in a static system (96 hours).
12F0252/995034

GLP, unpublished

WAT?2000-236

BAS
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Author(s)

Annex
point/
reference
number

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner®

Zok, S.

AllA-8.2.1

1999

Reg.-Nr. 411847 Acute toxicity study on the
rainbow trout (Oncorhynchus mykiss Walbaum
1792) in a static system (96 hours).
12F0251/995037

GLP, unpublished

WAT?2000-235

BAS

Zok, S.

AllA-8.2.1

1999

BAS500 F Acute toxicity study on the rain-
bow trout (Oncorhynchus mykiss Walbaum
1792) in a static system (96 hours).
12F0494/965180

GLP, unpublished

WAT?2000-232

BAS

Zok, S.

AllA-8.2.2

1999

BAS500 F Sublethal toxic effects on the
rainbow trout (Oncorhynchus mykiss Walbaum
1792) in aflow-through system (28 days).
42F0494/965177

GLP, unpublished

WAT2000-238

BAS

Zok, S.

AllA-8.2.2.1

1999

BAS500 F Early life-stage toxicity test on
the rainbow trout (Oncorhynchus mykiss Wal-
baum 1792) in aflow through system with
variable concentrations.

52F0494/965189

GLP, unpublished

WAT?2000-240

BAS

Zok, S.

AllA-8.2.2.1

1999

BAS500 F Early life-stage toxicity test on
the rainbow trout (Oncorhynchus mykiss Wal-
baum 1792).

52F0494/965141

GLP, unpublished

WAT?2000-239

BAS

Zok, S.

AllA-8.2.2.1

2000

BAS500 F Acute toxicity study on the rain-
bow trout (Oncorhynchus mykiss)after short
time exposure over 0,5, 2 and 8 hoursina
flow-through system followed up by a post
exposure period.

12F0494/965190

GLP, unpublished

WAT?2001-139

BAS
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published or not
BBA registration number Y/N
Zok, S. AlllIA-10.1.1 | 1999 | Report BAS500 00 F - Avian single-dose Y BAS
oral LD50 on the bobwhite quail (Colinus
virginianus).
11W0185/97164 /BAS 1999/11838
GLP, unpublished
AV S2000-65
Zok, S. AlllA-10.2.1 {1999 | BAS50000F  Acute toxicity study on the Y BAS
fathead minnow (Pimephales promelas RAF. )
in astatic system (96 hours).
15F0185/975117
GLP, unpublished
WAT2000-261
Zok, S. AlllA-10.2.1 | 1999 | BAS50000 F  Acutetoxicity study on the Y BAS
zebra fish (Brachidanio rerio HAM. and
BUCH.) in a static system (96 hours).
17F0185/975120
GLP, unpublished
WAT?2000-262
Zok, S. AlllIA-10.2.1 | 1999 | BAS50000 F  Acute toxicity study on the Y BAS
golden orfe (Leuciscus idus melanotus) in a
static system (96 hours).
10F0185/975121
GLP, unpublished
WAT?2000-263
Zok, S. AlllA-10.2.1 | 1999 | BAS50000 F  Acutetoxicity study on the Y BAS
orange red killifish (Oryzias latipes Schlegel)
in a static system (96 hours).
13F0185/975122
GLP, unpublished
WAT?2000-260
Zok, S. AlllA-10.2.1 | 1999 | BAS50000 F  Acute toxicity study on the Y BAS
common carp (Cyprinus carpio L.) in astatic
system (96 hours).
11F0185/975119
GLP, unpublished
WAT?2000-259
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Author(s) Annex Year | Title Data | Owner®
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
Zok, S. AlllA-10.2.1 {1999 | BAS50000F  Acute toxicity study on the Y BAS

bluegill (Lepomis macrochirus RAF.) ina
static system (96 hours).

14F0185/975118

GLP, unpublished

WAT?2000-258

Zok, S. AlllA-10.2.1 {1999 | BAS50000F  Acute toxicity study on the Y BAS
rainbow trout (Oncorhynchus mykiss Walbaum
1792) in a static system (96 hours).
12F0185/975052

GLP, unpublished

WAT?2000-257

Codes of owner

BAS: BASF Aktiengesellschaft
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B.1 Identity

B.1.1 Identity of the active substance (Annex 1A 1and 3.1)

B.1.1.1 Name and address of applicant(s) for inclusion of the active substance in
Annex | (Annex 11A 1.1)

BASF Aktiengesellschaft
Agricultural Center

Product Registration Management
P.O. Box 120

D-67141 Limburgerhof

Contact person: Dr. Henning Regenstein
Tel.: +49 621 60 274 13
Fax: +49 621 60 276 04

B.1.1.2 Common name and synonyms (Annex I1A 1.3)

Pyraclostrobin (1SO, proposed).

B.1.1.3 Chemical name (Annex 1A 1.4)

IUPAC: methyl N-(2-{[1-(4-chlorophenyl)-1H-pyrazol-3-yl]Joxymethyl} phenyl) N-methoxy
carbamate

CAS: Carbamic acid, [2-[[[1-(4-chlorophenyl)-1H-pyrazol -3-yl]oxy] methyl] phenyl]meth-
oxy-, methyl ester
B.1.1.4 Manufacturer'sdevelopment code number (Annex 1A 1.5)

BAS 500 F, LAB 304428, Reg.No. 304428, PS 304428.

B.1.1.5 CAS, EEC and CIPAC numbers (Annex I1A 1.6)

CAS: 175013-18-0
CIPAC: 657

EEC: not assigned
EINECS. not assigned

B.1.1.6 Molecular and structural formulae, molecular mass (Annex 1A 1.7)

Molecular formular; Ci9 H1g Cl N3 Oy

Molecular mass: 387.82 g/mol
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Structural formula:

B.1.1.7 Manufacturer or manufacturersof the active substance (Annex 1A 1.2)

BASF Aktiengesellschaft
Agricultural Center

Product Registration Management
P.O. Box 120

D-67141 Limburgerhof

Contact person: Dr. Karl Zoller
Production Crop protection
Tel.: +49 621 60 791 46
Fax: +49 621 60 795 19
B.1.1.8 Method or methods of manufacture (Annex 1A 1.8)

Confidentia information, see Annex C.

B.1.1.9 Specification of purity of the active substance (Annex I1A 1. 9)

> 950 g/kg (based on the analysis of material produced in a pilot plant).

B.1.1.10 Identity of isomers, impurities and additives (Annex 1A 1.10)

Confidentia information, see Annex C.

B.1.1.11 Analytical profile of batches (Annex I1A 1.11)

Confidentia information, see Annex C.
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B.1.2 Identity of the plant protection product (Annex [11A 1)

B.1.2.1 Current, former and proposed trade names and development code numbers
(Annex I11A 1.3)

Trade name: “BAS 500 00 F’, preliminary designator

(country specific alternatives are under consideration)

Code number: Plant protection product: BAS50000 F
Preliminary descriptor: BAS500 AEF
Active Substance: BAS500 F
BASF internal No.: Reg. No. 304428

B.1.2.2 Manufacturer or manufacturers of the plant protection product (Annex 1A
1.2)

BASF Aktiengesellschaft
Crop Protection Division
P.O. Box 120

67114 Limburgerhof
Germany

Contact person: Dr. Karl Zoller
Production Crop Protection
Tel. No.: (0)6 21/60-7 91 46
Fax No.: (0)6 21/60-7 95 19
B.1.2.3 Typeof the preparation and code (Annex I11A 1.5)

Emulsifiable concentrate (EC)

B.1.24 Function (Annex I1A 3.1; Annex |I1A 1.6)

Fungicide.

B.1.25 Composition of the preparation (Annex I11A 1.4)

Confidentia information, see Annex C.
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B.1.3 Referencesrelied on

Annex Author(s) Year |Title Data Owner™
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
AllA-1.8 Eisert, R. 1999 | Product Chemistry: BAS 500 F Description of Y BAS
the Manufacturing Process.
1999/11856
not GLP, unpublished
CHE2000-459
AllA-1.9; Eisert, R. 1999 | Product Chemistry: BAS500 F TC - Y BAS
AllA-1.10 Composition of the Technical Active
Ingredient.
1999/11857
not GLP, unpublished
CHE2000-461
AllA-1.8; Eisert, R. 2000 | Manufacturer of BAS 500 F - Method of Y BAS
AllA-1.9; manufacture of the active substance -
AllA-1.10; Specification of purity of the active substance -
AllA-1.11 | dentity of isomers, impurities and additives -

Analytical profile of batches.
not GLP, unpublished
CHE2000-460

AllA-1.11 Eisert, R. 1999 | Characterization of six batches of technical Y BAS
active ingredient BAS 500 F (batches: Toxl,
ToxII/Teill, ToxIl/Teil2, ToxI/Teill,
Tox!I1/Teil2 and N2) using HPL C methods
CP266 and CP337 and GC methods CP284
and M97/0028/02.

1999/11853

GLP, unpublished

CHE2000-458

AlllIA-1.4 Anonym 1999 | Safety Data Sheet for SOLVESSO 200. Y BAS
BASF Docl D 1999/11940
not GL P, unpublished
BEI2000-156

AlllIA-1.4 Anonym 1999 | Safety Data Sheet for WETTOL EM 31. Y BAS
BASF Docl D 99/10232
not GLP, unpublished
BEI2000-155

! Only notifier listed
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Annex Author(s) Year |Title Data Owner!
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),

published or not
BBA registration number Y/N
AlllIA-1.4 Anonym 1999 | Safety Data Sheet for WETTOL EM 1. Y BAS
BASF DoclD 1999/11544
not GLP, unpublished
BEI2000-154

Codes of owner

BAS: BASF Aktiengesellschaft
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B.2 Physical and chemical properties
B.2.1 Physical and chemical properties of the active substance (Annex I 1A 2)
TableB.2.1-1: Summary of the physical and chemical properties of the active substance pyraclostrobin
PAS:. Pure active substance (purity: 99.8 %)
TAS. Technical active substance (purity: 98.5 %)
Section Study Purity | Method | GLP Results Comment / Reference
(Annex (wiw) Conclusion
point)
B.2.1.1.1 |Meélting point, PAS EECA1 |Y Melting point (range) 63.7-65.2 °C acceptable Tark, 1996
(A 2.1) |freezing point or DSC (CHE2000-471)
solidification
point of purified
active substance
B.2.1.1.2 |Boiling point of n.a. not applicable for asolid acceptable
(A 2.1) |purified active
substance
B.2.1.1.3 |Temperatureof |PAS DSC Y A melting curve was registered from 50 °C to | acceptable Tark, 1996
(1A 2.1) | decomposition or 360 °C with a heating rate of 10 °C/min. (CHE2000-471)
sublimation There was the endothermic melting peak at
about 65 °C detected and at about 200 °C an
exothermic effect which was related to
decomposition. There is no endothermic
effect which is not related to the melting
point, thus, sublimation of or boiling of the
test substance can be excluded.
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Section Study Purity | Method | GLP Results Comment / Reference
(Annex (wiw) Conclusion
point)
B.212 |Relativedensity |PAS EECA3 |Y PAS: D, =1.367 g/lcm® (at room acceptable K astel, 1997
(1A 2.2) | of purified active pycnometer temperature) (CHE2000-469)
substance TAS TAS: D =1.285g/cm® (at 20 °C) K astel, 1997
(CHE2000-470)
B.2.1.3.1 |Vapour pressure |PAS EECAA4 |Y 2.6 x 10° Paat 20°C Acceptable Késtel, 1996
(1A 2.3) | of purified active Balance 6.4 x 10® Paat 25°C (LUF2000-247)
substance method.
B.2.1.3.2 |Voldtility, Calculation | N 5.307 x 10°°kPam3/mol (at 20°C) Acceptable Ohnsorge, 2000
(1A 2.3) |Henry'slaw (LUF2000-248)
constant of
purified active
substance
B.2.1.4.1 |Appearance: PAS Visua |Y PAS:. solid (at room temperature) acceptable Tark, 1996
(NA 2.4) | physical state assessment (CHE2000-471)
TAS TAS:. solid, solidified melt (at room Kastel, 1997
temperature) (CHE2000-470)
B.2.1.4.2 |Appearance: PAS Visua |Y PAS:. white or light beige (at room acceptable Tark, 1996
(1A 2.4) | colour assessment temperature) (CHE2000-471)
TAS TAS:. dark brown (at room temperature) Kastel, 1997
(CHE2000-470)
B.2.1.4.3 |Appearance: PAS Olfactory |Y PAS:. odourless (at room temperature) acceptable Tark, 1996
(1A 2.4) | odour assessment (CHE2000-471)
TAS TAS. moderate aromatic (at room Kastel, 1997
temperature) (CHE2000-470)
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Section Study Purity | Method | GLP Results Comment / Reference
(Annex (wiw) Conclusion
point)
B.2.1.5.1 | Spectraof PAS IR Y The structure is confirmed by all spectra. acceptable Tark, 1996
(1A 2.5) | purified active NMR IR, NMR and MS (CHE2000-468)
substance MS
Uv-VvIS UV molecular extinction acceptable

e [L mol™ ecm™]:
2.5« 10* at 205 nm
2.4+ 10* at 275 nm

B.2.1.5.2 | Spectrafor No impurities of toxicologica  or|acceptable
(A 2.5) |impurities of environmental significance.
toxicological,

ecotoxicological
or environmental

concern

B.2.1.6 Solubility in PAS EECAG6 |Y 1.9+ 0.17 mg/L at 20 °C in deionized water | acceptable Turk, 1996

(1A 2.6) |water of purified (column at apH of 5.8. (CHE2000-467)
active substance elution Thereis no dissociation in water therefore pH

method) dependence on solubility is not applicable
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Section Study Purity | Method | GLP Results Comment / Reference
(Annex (wiw) Conclusion

point)
B.2.1.7 Solubility in PAS USEPA |Y |  Solvent  |[g/100mL] acceptable Tark, 1996
(INA 2.7) | organic solvents Subdivi- n-heptane 0.37 (CHE2000-466)
of the active sion D: '2-propanol | 3.00
substance as Product ‘octanol | 242
manufactured Chemistry oliveoil | 280
§63-8 ‘methanol /1008
acetone | >50
ethyl acetate | >50
acetonitrile | >50
dichloromethane | >50
toluene >50
B.2.1.8 Partition PAS OECD 117 |Y The mean log Pow was 3.99 and the acceptable Tark, 1996
(1A 2.8) | coefficient of corresponding Pow was 9772. (CHE2000-465)
purified active
substance Effect of pH was not investigated since there
is no dissociation in water.

B.2.1.9.1 |Hydrolysisrate |PAS EECC.7 |Y Stable within 30 d test. Acceptable Scharf, 1999

(A 2.9) | of purified active DT50 exceeded the period of reliable (WAS2000-352)

substance extrapolation.

B.2.1.9.2 |Direct photo- PAS USEPA |Y Photodegradation products in concentr. Acceptable Scharf, 1999,

(1A 2.9) |transformationin Subdivi- >10%: 500M 78 (DT50=4.62 d), BF 500-13 (LUF2000-249)

purified water of sion N, (DT50=30.67 d), 500M58 (DT50=8.64 d),
purified active 161-2 BF 500-14 (DT50=0.28 d) and BF 500-11.
substance
B.2.1.9.3 |Quantumyield of | PAS USEPA, |Y 2.17 x 10™ Acceptable Scharf, 1999
(1A 2.9) |direct Subdivi- (LUF2000-249)
photodegradation sion N,

161-2
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Section Study Purity | Method | GLP Results Comment / Reference
(Annex (wiw) Conclusion

point)
B.2.1.9.4 |Dissociation OECD 112 |Y No indication of dissociation. Acceptable WAS2000-499
(A 2.9) | constant (pK;) of
purified active
substance

B.2.1.10 |Stabilityinair, AOP N Half life=1.87h Acceptable Scharf, 1999

(1A 2.10) |indirect photo- Calculation LUF2000-246

transformation

B.2.1.11.1 |Flammability of |TAS EECA 10 |Y TAS isnot considered highly flammable, it | Acceptable Loffler, 1998

(1A 2.11) | active substance did not burn under test conditions. (CHE2000-464)

as manufactured

B.2.1.11.2 | Auto-flammabi- |TAS EECA 15 |Y Auto-ignition temperature = 510 °C. Acceptable Loffler, 1998

(A 2.11) |lity of active (CHE2000-464)

substance as
manufactured

B.2.1.12 |Flash point of the | TAS EECA9 |Y Not required. Melting point of the TASis Acceptable Késtel, 1998,

(1A 2.12) | active substance Pensky- >40 °C. (CHE2000-470)

as manufactured Martens The flash point of TAS was found to be
method 132 °C.

B.2.1.13 |Explosive TAS EECA 14 |Y TAS has no potential for explosivity. Thisis | Acceptable Loffler, 1998

(1A 2.13) | properties of (Assesment evident from the structura formula. (CHE2000-464)

active substance based on
as manufactured information
on active
substance)
B.2.1.14 |Surfacetension |TAS EECAS |Y 71.8 mN/m at 0.5 % (w/w) (20 °C) acceptable Késtel, 1998,
(1A 2.14) 71.5 mN/m at 2.0 % (w/w) (20 °C) (CHE2000-470)
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Section Study Purity | Method | GLP Results Comment / Reference
(Annex (wiw) Conclusion
point)
B.2.1.15 |Oxidising TAS EECA 17 |Y The study of oxidizing propertiesindicates | acceptable Loffler, 1998
(1A 2.15) | properties of that the active substance is not considered to (CHE2000-464)
active substance be an oxidizing agent.
as manufactured

B.2.1.16: Summary of data presented under pointsB.2.1.1t0B.2.1.15

Pyraclostrobin, chemical name (IUPAC) methyl N-(2-{[1-(4-chlorophenyl)-1H-pyrazol-3-yl]oxymethyl} phenyl) N-methoxy carbamate is a new
fungicidal active ingredient. It represents a modification of the structure pattern of natural fungicides called strobilurins.
The TASis adark brown solid (solidified melt) at room temperature with a moderate aromatic odour, the PAS is a white to light beige odourless
crystalline solid with a melting point of 63.7-65.2 °C. The active substance is soluble in water (1.9 mg/L) without dissociation. The solubility in
organic solvents is. dightly in n-heptane, moderately in 2-propanol, 1-octanol and olive oil, readily soluble in methanol acetone, ethyl acetate,
acetonitrile, dichloromethane and toluene. BF500 F is stable in water at pH 4 - 9. During direct photolysis, a very fast degradation was observed.
Five of the metabolites occured ones or several times with amounts >10% of total applied radioactivity.
There are no high flammability, explosivity, or oxidising properties of any concern.
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B.2.2 Physical, chemical and technical propertiesof the plant protection products (Annex I11A 2)

Product name: BAS 500 00 F (containing 250 g/l pyraclostrobin, EC)

TableB.2.2-1: Summary of the physical, chemical and technical properties of the plant protection product

Section Study Method Results Comment/Conclusion | Reference
(Annex

point)

B.22.1.1 Appearance: Visual assessment | Dark yellow Acceptable Kastel (1997)
(1A 2.1) | colour PHY 2000-366
B.22.1.2 Appearance: Olfactory Moderate like naphthalene Acceptable Kastel (1997)
(IMA 2.1) odour assessment PHY 2000-366
B.2.2.1.3 Appearance: Visual assessment | Liquid Acceptable Kastel (1997)
(1A 2.1) | physica state PHY 2000-366
B.22.21 Explosive properties| EEC A 14 Test not conducted because of the chemical Acceptable Loffler (1997)
(1A 2.2) structure of the test substance. PHY 2000-380
B.2.2.2.2 Oxidising properties | EEC A 17 Test not conducted because of the chemical Acceptable Loffler (1997)
(1A 2.2) structure of the test substance. PHY 2000-380
B.223.1 Flash point EEC A 9: Pensky |98°C Acceptable Kastel (1997)
(I11A 2.3) Martens tester PHY 2000-366
B.2.2.3.2 Flammability Not applicable.

(I11A 2.3)

B.2.2.3.3 Auto-flammability |EEC A 15 475°C Acceptable Loffler (1997)
(I11A 2.3) PHY 2000-380
B.224.1 Acidity/akalinity Not necessary.

(I11A 2.4)

B.2.2.4.2 pH of al % CIPACMT 75 6.4 at 1 % concentration in CIPAC water D; Acceptable Kastel (1997)
(1A 2.4) agueous emulsion After accelerated storage for 2 weeks at 54 °C: PHY 2000-366

6.3 at 1 % concentration in CIPAC water D
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Section Study Method Results Comment/Conclusion | Reference
(Annex
point)
B.2.25.1 Kinematic viscosity Not applicable. Ultralow volume useis not Acceptable
(I11A 2.5) intended for BAS 500 00 F.
B.2.25.2 Dynamic viscosity | OECD 114 17.5mPasat 20°Cand D = 100 s™ Acceptable Kastel (1997)
(1A 2.5) Rotational 8.8 mPasat 40 °Cand D = 100s* PHY 2000-366
Viscosimeter Kastel (1999)
PHY2001-142
B.2.25.3 Surface tension EEC A 5: Plate 50.4 mN/m at 20 °C and 0.025 % concentration | Acceptable Kastel (1997)
(1A 2.5) method 35.8 mN/m at 20 °C and 0.25 % concentration PHY 2000-366
34.7 mN/m at 40 °C (undiluted) Kastel (1999)
PHY2001-142
B.22.6.1 |Relativedensity EEC A 3: Floating | D4*°= 1.055; Acceptable K astel (1997)
(1A 2.6) hydrometer, D,*=1.039; PHY 2000-366
Oscillating density | After accelerated storage for 2 weeks at 54 °C: Kastel (1999)
meter, respectively | D, = 1.0546 PHY 2001-142
B.2.2.6.2 Bulk (tap) density Not applicable
(I11A 2.6)
B.22.7.1 Storage stability CIPAC MT 46 Physically and chemically stable after storagefor | Acceptable Kastel (1997)
(A 2.7) 2 weeks at 54 °C. Thereislessthan 0.05 % PHY 2000-366
decrease in the active substance content. The
alteration of the observed physical properties (pH
range, density, emulsion stability) are negligible.
B.2.2.7.2 Low temperature CIPACMT 39.1 |No sediment after 7 days at O °C detectable. Acceptable Kastel (1997)
(A 2.7) | stability PHY 2000-366
B.2.2.7.3 Shelf-life GIFAP Physically and chemically stable for 2 years. Acceptable Ko6nig (1999)
(IMA 2.7) Monograph 17 There islessthan 2 % decrease in the active PHY 2000-381

substance content. The alteration of the observed
physical properties (pH range, density, emulsion
stability) are negligible.
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Section Study Method Results Comment/Conclusion | Reference

(Annex

point)

B.2.2.8.1 Wettability Not applicable.

(1A 2.8.1)

B.2.2.8.2 Persistant foaming |CIPAC MT 47.1 | Foam after 1 min: 8 mi Acceptable Kastel (1997)

(1A 2.8.2) Foam after 15 min: 7 ml PHY 2000-366
(at a concentration of 0.25 % at room
temperature)

B.2.2.8.3.1 |Suspensibility Not applicable.

(1A 2.8.3)

B.2.2.8.3.2 | Spontaneity of Not applicable.

(INA 2.8.3) |dispersion

B.2.2.8.4 Dilution stability Not applicable.

(1A 2.8.4)

B.2.2.85 Dry sieve test Not applicable.

(1A 2.8.5)

B.2.2.8.6.1 |Particlesize Not applicable.

(1A 2.8.6) |distribution

B.2.2.8.6.2 |Dust content Not applicable.

(1A 2.8.6)

B.2.2.8.6.3 | Friability and Not applicable.

(I1A 2.8.6) |attrition
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Section Study Method Results Comment/Conclusion | Reference
(Annex
point)
B.2.2.8.7.1 |Emulsifiability, CIPAC MT 36 Initial emulsification: spontaneous. Acceptable Kastel (1997)
(INA 2.8.7) |emulsion stability PHY 2000-366
and re-emulsifiabi- After 30 min standing: no cream, no sediment.
lity
After 24 h standing: no cream, no sediment.
Re-emulsification after 24 h: spontaneous,
uniform emulsion.
After 24.5 h: no cream, no sediment.
After accelerated storage for 2 weeks at 54 °C:
Initial emulsification: spontaneous.
After 30 min standing: no cream, no sediment.
After 24 h standing: no cream, no sediment.
Re-emulsification after 24 h: spontaneous,
uniform emulsion.
After 24.5 h: no cream, no sediment.
(Test temperature: 30 °C.
Test concentration: 0.25 % (v/v) in CIPAC water
D.)
B.2.2.8.7.2 | Stability of dilute Not applicable
(1A 2.8.7) |emulsion
B.2.2.8.8.1 |Flowability Not applicable.

(1A 2.8.8)
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Section Study Method Results Comment/Conclusion | Reference
(Annex
point)
B.2.2.8.8.2 | Pourability Not applicable.
(1A 2.8.8) |(rinsability)
B.2.2.8.8.3 |Dustahility Not applicable.
(1A 2.8.8)
B.2.29.1 Physical ASTM Method 22 different mixtures of BAS 500 00 F with other | Acceptable Fries (1999)
(1A 2.9) compatibility with | E 1518-93 plant protection products were tested. All of them PHY 2000-383
other products were determined to be compatible in agueous
tank mixtures. Test substances: BAS 500 00 F
and BAS 9075 11| (Ordoval) or BAS9116 0|
(Masai) or BAS 9042 4 | (ME 605 Spritzpulver)
or BAS9063 01 (Insegar) or Mimic or Xen Tari
or Ultrazid 40 or Decisor BAS 171 02|
(Metasystox R) or BAS 9007 0| (Torgue) or
Kiron or BAS 222 28 F (Polyram WG) or BAS
17501 F (KumulusWG) or BAS 91250 F
(Cuproxat flussig) or BAS 352 40 F (Ronalin) or
BAS 266 04 F (Dithane Ultra) or BAS 91850 F
(Scala) or BAS 9126 4 F (Folicur EW) or
Euparen or BAS 9196 0 F (Switch) or BAS 9272
O F (Teldor) or BAS 9140 1 F (Botrylon)
B.2.2.9.2 Chemica There were no indications of chemical reactions | Acceptable Fries (1999)
(1A 2.9) compatibility with between the mixed products. PHY 2000-383
other products
B.2.2.10 Adherence and No seed dressing formulation. Acceptable
(IMA 2.10) |distribution to seeds
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B.2.2.11: Summary and evaluation of data presented under points B.2.2.1 to B.2.2.10
(I1A 2.11)

BAS 500 00 F is a dark yellow emulsifiable concentrate with a moderate naphthalene like
odour. It has neither explosive nor oxidising properties. The flash point is 98 °C. Its pH value
of 6.35 £ 0.5 lies within the naturally occurring range. The results of the accelerated storage
test and the shelf life test confirm its stability at least for two years under practical and
commercia conditions. Its technical properties indicate no particular problems when used as
recommended.

B.2.3 Referencesrelied on

p |

Annex Author(s) Year | Title Data Owner
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not

BBA registration number Y/N
AllA-2.3 Anonymous 2000 | Henry’s Law Constant for 304428. Y BAS
2000/1000171
GLP, unpublished
LUF2000-248

AllA-2.3 Kéastel, R. 1997 | Physical Properties Report. Y BAS
97/10646, PCF 01721
GLP, unpublished
LUF2000-247

AllA-2.1; Késtel, R. 1997 | Physical Properties Report for 304 428. Y BAS
AllA-2.2; 97/10646
AllA-2.3 GLP, unpublished
CHE2000-469

AllA-2.1; Tork, W. 1996 | Determination of the appearance, the melting Y BAS
AllA-2.4 point and thermal conversions of Reg.-No.
304428 (PAI).

96/10327

GLP, unpublished

CHE2000-471

AllA-2.5 Tark, W. 1996 | Spectra of Reg.-No. 304428 (PAI). Y BAS
96/10955

GLP, unpublished
CHE2000-468

2 Only notifier listed
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Annex
point/
reference
number

Author(s)

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner?

AllA-2.6

Tark, W.

1996

Determination of the solubility of Reg.-No.
304428 in water and buffer systems (pH4,
pH7, pH9) at 20°C by column elution method
and by HPLC.

96/10939

GLP, unpublished

CHE2000-467

BAS

AllA-2.7

Tark, W.

1996

Determination of the solubility of Reg.-No.
304428 pure active ingredient (PAI) in organic
solvents at 20°C.

96/10954

GLP, unpublished

CHE2000-466

BAS

AllA-2.8

Taork, W.

1996

Determination of the Octanol/Water-partition
Coefficient of Reg.-No. 304428 by HPLC.
96/10383

GLP, unpublished

CHE2000-465

BAS

AllA-2.9

Anonymous

2000

Physical and Chemical Properties of the Active
Substance.

not GLP, unpublished

WAS2000-499

BAS

AllA-2.9

Scharf., J.

1999

Hydrolysis of BAS500 F.
99/10060, 35884

GLP, unpublished
WAS2000-352

BAS

AllA-2.9

Scharf, J.

1997

Determination of the Absorption Coefficients
of BAS500 F.

99/10257, 35889

GLP, unpublished

LUF2000-251

BAS

AllA-2.9;
AllA-7.2.1.2

Scharf, J.

1999

Aqueous Photolysis of BAS 500 F.
1999/11286

GLP, unpublished

LUF2000-249

BAS
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Annex
point/
reference
number

Author(s)

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner?

AllA-2.9

Tark, W.

1996

Determination of the solubility of Reg.-No.
304428 in water and buffer systems (pH 4, pH
7, pH 9) at 20°C by column elution method and
by HPLC.

96/10939, PCP03797

GLP, unpublished

WAS2000-353

BAS

AllA-2.10;
AllA-7.2.2

Scharf, J.

1999

Photochemical Oxidative Degradation Of BAS
500 F (QSAR Estimates).

99/10086, JS-99-04

GLP, unpublished

LUF2000-246

BAS

AllA-2.4;
AllA-2.12,
AllA-2.14

Kastel, R.

1998

Physical and Chemical Properties Report for
PS 304 428.

98/10768

GLP, unpublished

CHE2000-470

BAS

AllA-2.11,
AllA-2.15

Loffler, U.

1998

Safety characteristics of the crop protection
product PS 304 428.

98/10734

GLP, unpublished

CHE2000-464

BAS

AlllA-2

Kastel, R.

1997

PHYSICAL AND CHEMICAL PROPERTIES
REPORT for BAS 500 00 F.

#BASF 97/11398

GLP, unpublished

PHY 2000-366

BAS

AlllA-2.2,
AlllA-2.3

Loffler, Dr.U.

1997

Safety characteristics of the crop protection
product BAS 500 00 F.

#BASF 97/11421

GLP, unpublished

PHY 2000-380

BAS

AlllA-2.5;
AlllA-2.6

Kastel, R.

1999

Physical Properties of BAS 500 00 F.
99/10256

GLP, unpublished

PHY 2001-142

BAS
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Annex
point/
reference
number

Author(s)

Y ear

Title

source (where different from company)
report no.

GLP or GEP status (where relevant),
published or not

BBA registration number

Data
protection
claimed

Y/N

Owner?

AlllA-2.7

Kastel, R.

1999

SHELF LIFE IN ORGINAL CONTAINER OF
BAS 500 00 F

Physical Properties Report (24 month-storage).
#BASF 99/10561

GLP, unpublished

PHY 2000-384

BAS

AlllA-2.7

Koénig, W.

1999

Storage Stability on Orginal Container of BAS
500 00 F 24 month-storage Analytical
Results.

#BASF 99/10574

GLP, unpublished

PHY 2000-381

BAS

AlllA-2.8.7

Kastel, R.

1998

PHY SICAL AND CHEMICAL PROPERTIES
of BAS 500 OOF.

#BASF 98/11196

GLP, unpublished

PHY 2000-382

BAS

AlllA-2.9

Fries, Dr.J.

1999

Physical and Chemical Compatibility in
Aqueous Tank Mixtures of BAS 500 00 F with
other products.

#BASF 99/11854

not GLP, unpublished

PHY 2000-383

BAS

Codes of owner

BAS:
BBA:

BASF Aktiengesell schaft
Biologische Bundesanstalt fur Land-und Forstwirtschaft
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B.3 Data on application and further information

B.3.1 Data on application relevant to the active substance (Annex [1A 3.1
to 3.6)

B.3.1.1 Function
Pyraclostrobin will be used as fungicide.
B.3.1.2 Effectson harmful organisms

Pyraclostrobin is active against fungal development stages both on the plant surface and
within the tissues. Pyraclostrobin has a protective as well as an eradicative/curative action.
Pyraclostrobin is selective on a wide range of dicotyledonous and monocotyledonous crop
Species.

B.3.1.3 Field of use
Agriculture (viticulture) and turf
B.3.1.4 Harmful organisms

BAS 500 F affords protection against:

Downy mildew, Plasmopara viticola (PLASVI) of grape vine
Powdery mildew, Unicinula nectator (UNCINE) of grape vine
Mold, Microdochium nivale of turf

B.3.1.5 Mode of action

Pyraclostrobin is a fungicide belonging to the group of strobilurins.The biochemical mode of
action of the strobilurins is the inhibition of mitochondrial respiration resulting from a
blockage of the electron transport from ubihydroquinone to cytochrome ¢ by means of a
binding to the ubihydroquinone oxidation centre (Qo) to the cytochrome bc; complex
(Complex I1). Thisleads to areduction of energy-rich ATP that is available to support arange
of essential processesin the fungal cell.

After foliar application (spraying), pyraclostrobin is absorbed by the plant tissue and — to a
limited extent- translocated acropetally.

B.3.1.6 Information on the occurence or possible occurrence of the development of
resistance and appropriate management strategies

There is evidence from studies with other inhibitors of the bc; complex on the mechanism of
resistance in baker’s yeast (di Rago et al.,1989) and several none-pathogenic fungi (Kraiczy et
al., 1996), that various target site mutations can lead to amino acid substitutions within the
cytochrome b protein and that these changes can prevent the binding of a range of
mitochondrial electron transport inhibitors to the cytochrome b protein. For plant pathogenic
fungi there is not yet any published data on target site mutations that lead to strobilurin
resistance, but thisis presently atopic of research.
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The evidence of resistance to strobilurins comes from cases of field (practical) resistance to
strobilurin products shown by the plant pathogens Blumeria graminis f. sp. tritici and
Sohaerotheca fuliginea. There is also some evidence of resistance confined to trial plotsin the
case of Plasmopara viticola and Mycosphaerella fijiensis. In al the above cases the pathogens
have been isolated and found to be resistant to high concentrations of strobilurins indicating
that in these cases a disruptive (single step) resistance isinvolved.

The evidence of resistance described above was found after use of the market strobilurin
products kresoxim-methyl or azoxystrobin. Tests for cross resistance between these and other
newer strobilurin compounds including pyraclostrobin have consistently shown that cross
resistance does occur. In the case of Plasmopara viticola cross resistance has also been
demonstrated between strobilurins and the oxazolidinedione product famoxadone (FRAC
STAR Working Group).

Based on the current evidence the resistance risk assessment for strobilurin fungicides can, at
least with some fungi, be moderate to high. The relatively quick appearance of field resistance
in some of the above cases indicates that a single-step (also termed disruptive, qualitative or
monogenic) resistance isinvolved.

The published use pattern for strobilurins covered by the FRAC STAR Working Group
guidelines for management strategy reflects the resistance risk assessment. These guidelines
for strobilurin resistance management strategy can be summarised as follows:

B alimitation of the number of applications according to the crop

B use of the full manufacturer’ s recommended rate

B preventative applications

B alternation with fungicides from a different cross resistance group
B use of mixtures

The limitations on the number of applications of strobilurins is independent of whether the

product is a solo product or a mixture.

B.3.2 Data on application relevant to the plant protection product (Annex
1A 3)

B.3.21 Field of use

Agriculture (viticulture) and turf.

B.3.2.2 Effectson harmful organisms

BAS 500 00 F isafungicide having protective, curative and eradicative action.

BAS 500 00 F inhibits the spore germination and controls mycelium growth and sporulation.

BAS 500 00 F has a translaminar and a local-systemic action. The stage of spore germination
is particularly sensitiveto BAS500 00 F .
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B.3.2.3 Detailsof intended use

BAS 500 00 Fisintended to be used in grape vines and on turf. Protection is afforded against:

Downy mildew of grape vine, Plasmopara viticola (PLASVI)
Powdery mildew of grape vine, Unicinula nectator (UNCINE)
Mold of turf, Microdochium nivale

B.3.24 Application rate

The application rate of BAS 500 00 F depends on the growth stage of the grape vines. The
recommendation for Germany follows:

Rate of BAS50000 F Spray (water) volume

Growth stage (BBCH) < 61 : 0.161/ha 400 I/ha
Growth stage (BBCH) 61 : 0.32l/ha 800 I/ha
Growth stage (BBCH) 71 : 0.48l/ha 1200 I/ha
Growth stage (BBCH) 75 : 0.641/ha 1600 I/ha

In steep locations, the application rate is to be increased by up to 25 %.
B.3.25 Concentration of active substancein material used

Considering the figures on application rate and spray volume, the concentration of the
formulated product BAS 500 00 F in the spray will always be 0.04 %.

The formulation contains 250 g as/L

Accordingly, the concentration of the active substance pyraclostrobin in ready to use spray is
0.1 g agL spray.

B.3.2.6 Method of application

The intended method of application is spraying by means of each type of spraying equipment
which isnormally used for applying fungicides in practical viticulture. The diluent is water.

B.3.2.7 Number and timing of applications and duration of protection

The recommended maximum number of applications is three. This is according to the FRAC
(= Fungicide Resistance Action Comittee) recommandation of strobilurine fungicides.

The timing of applicationsisfrom the first risk of infection until 35 days before harvest.

B.3.2.8 Necessary waiting periods or other precautions to avoid phytotoxic effects on
succeeding crops

Not relevant, since grape vines and turf are grown in permanent culture.
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B.3.3 Summary of data on application
List of uses supported by available data
Crop and/ Member Product F Pestsor PHI Remarks:
or State name G Group of pests ) o — (days)
stuation or or controlled Formulation Application Application rate per treatment
Country |
Type | Conc. method growth number interval kg as/hL water L/ha kg asha
of as kind stage & min between
@ (b) © @) | @) (f-h) season max | applications | min max | min max | min max O |m
0) (k) (min)
Grapes France BAS50000 F F p+d mildew EC 250 row, SP 09-85 3 12 0.01 1000 0.100 35
Grapes Germany BAS50000 F F p+d mildew EC 250 row,SP 11-81 3 12 0.01 400-1600 0.04-0.16 35
Grapes Italy BAS50000 F F p+d mildew EC 250 row, SP 60-80 3 12 0.01 1000 0.100 35
Grapes Portugal BAS50000 F F p+d mildew EC 250 row,SP 16-71 3 12 0.01 1000 0.100 35
Grapes Spain BAS50000 F F p+d mildew EC 250 row,SP 65-81 3 12 0.01 1000 0.100 35
Turf al EUMS BAS50000 F F mold EC 250 overall,SP 2 14 0.025-0.05 500-1000 0.250

(a) For crops, the EU and Codex classifications (both) should be used; where

relevant, the use situation should be described (e.g. fumigation of a structure)

(b) Outdoor or field use (F), glasshouse application (G) or indoor application (1)
(c) e.g. biting and suckling insects, soil born insects, foliar fungi, weeds
(d) eg. wettable powder (WP), emulsifiable concentrate (EC), granule (GR)

(e) GCPF Codes - GIFAP Technical Monograph No 2, 1989

(f) All abbreviations used must be explained

(g9) Method, e.g. high volume spraying, low volume spraying, spreading, dusting,

drench

(h) Kind, e.g. overall, broadcast, aerial spraying, row, individual plant, between the plant - type of
equipment used must be indicated

(i) gkgorgl

(1) Growth stage at last treatment (BBCH Monograph, Growth Stages of Plants, 1997, Blackwell,

ISBN 3-8263-3152-4), including where relevant, information on season at time of application

(k) Indicate the minimum and maximum number of application possible under practical conditions of use
() PHI - minimum pre-harvest interval
(m) Remarks may include: Extent of use/economic importance/restrictions
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B.3.4 Further information on the active substance (Annex I1A 3.7t0 3.9)

B.3.41 Recommended methods and precautions concerning handling, storage,
transport or fire (Annex 1A 3.7)

All details with regard to methods and precautions concerning handling, storage, transport or
fire are listed in the safety data sheet (Gerlach, 2000).

Advice on critical hazards to man and the environment: irritates the skin, very toxic to aguatic
organisms.

B.34.1.1 Handling

Information on safe handling:
Avoid inhalation of vapour. To protect against fire and explosion, prevent electrostatic charge
- sources of ignition should be kept well clear - fire extinguishers should be kept handy.

Exposure controls/ personal protection:

Respiratory protection: If gases/vapours are formed wear suitable breathing apparatus.

Hand protection: Chemical resistant gloves.

Body protection: Protective suit, safety shoes.

General safety and hygiene measures. The usual precautions for the handling of chemicals
must be observed: no eating, drinking, smoking or snuff-taking at the work place.

B.3.4.1.2 Storage

Stow/store/load separately from food, feed and consumable items. Keep in adry place.

B.3.4.1.3 Transport
Based on the measured physical/chemical properties and observed ecotoxicological properties

standard classifications for transport and labelling requirements according to IMO, IATA and
ARD/RDI were assigned for each product. Pyraclostrobin is classified as follows:

Land transport

ADR/RDI Class: 9 Item number/letter: 12¢

Warning panel Hazard-no: 90 Substance no.: 3077

UN-No.: 3077

Inland waterway transport

ADN/ADNR Class: 9 Item number/letter: 12¢

Sea transport

IMDG/GGV See Class: 9 UN-No: 3077 PG: 11
EMS: - MFAG: -

Marine pollutant: yes
Proper technical name: environmentally hazardous substance, solid, n.o.s.
Remarks: -
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B.3.4.14 Firefighting measures

Use foam or dry extinguishing media. In the case of fire, carbon monoxide, oxides of nitrogen,
and hydrogen chloride can be generated.

Fire-fighters should be equipped with self-contained breathing apparatus and protective fire-
fighting suit.

If the product is involved in fire keep containers cool by spraying with water if exposed to
fire. Dispose of fire debris and contaminated extinguishing water in accordance with local
regulations. Collect separately contaminated water. Do not alow fire-fighting water to reach
sewage or effluent systems.

B.3.4.2 Proceduresfor destruction or decontamination (Annex 1A 3.8)

Unwanted amounts of pyraclostrobin can be destroyed best by combustion in a licensed
incinerator. Decontamination of equipment, packing a.s.o. is achieved by washing with water.

Controlled incineration
The halogen content of pyraclostrobin is below 60 %. Approximately 1100 °C are advised as
incineration temperature. Expected combustion products are CO/CO,, H,O, No/NOy, and HCI.

Other methods
Combustion in a licensed incinerator is the only disposal recommended, if pyraclostrobin can
not be used according to its purpose: the production of fungicides.

B.3.4.3 Emergency measuresin the case of an accident (Annex 11A 3.9)

Personal precautions:
Avoid contact with skin, eyes, or clothing.

First aid measures:

General advice, summon medical aid without delay.

If inhaled: Keep patient calm, remove to fresh air. Get medical help.

On skin contact: Wash thoroughly with soap and water.

On contact with eyes; Wash affected eyes for at least 15 min under running water with eyelids
held open, consult eye specialist.

On ingestion: Immediately rinse mouth and then drink plenty of water, summon physician.

Environmental precautions:

Prevent product from entering water courses or the ground. Do not let product enter drains.
Incineration of the contaminated undiluted material. In case of contamination of water, the
aqueous phase is to be collected and the undissolved of product has to be concentrated by
phase separation or by extraction with a suitable extraction solvent. The organic phase should
be incinerated too.

The remaining agueous phase has to be treated with approximately 500 g/L activated carbon
for at least 12 hours. The separated activated carbon should be incinerated too. The treated
water (pH 6.5 — 9) is to be introduced into a public sewer leading to a public owned
wastewater treatment works (POTW) (Gerlach, 2000, CHE2000-462).
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B.3.5 Further information on the plant protection product (Annex [11A 4)

B.3.5.1 Description of packaging

BAS 500 00 F is to be marketed in mold blown high-density polyethylene containers with an
inner barrier, e.g., polyamide (PA/PE). They are sealed by foil seals, protected by screw caps
of polypropylene.

1 litre bottle: material: PA/PE (Coex)
shape/size: cylindrical / approx. 88.5 mm diameter x 234 mm
opening: 42 mm inner diameter
closure: polypropylene screw cap
sedl: HF-sedl
3 litre container: material: PA/PE (Coex)
shape/size: rectangular / approx. 194 mm x 112 mm x 260 mm
opening: 54 mm inner diameter
closure: polypropylene screw cap
sedl: HF-sedl
3 litre container: material: PA/PE (Coex)
shape/size: rectangular / approx. 230 mm x 115 mm x 222 mm
opening: 54 mm inner diameter
closure: polypropylene screw cap
sedl: HF-sedl
5 litre container material: PA/PE (Coex)
shape/size: rectangular / approx. 194 mm x 112 mm x 362 mm
opening: 54 mm inner diameter
closure: polypropylene screw cap
sedl: HF-sedl
10litrecontainer ~ material: PA/PE (Coex)
shape/size: rectangular / approx. 230 mm x 165 mm x 375 mm
opening: 54 mm inner diameter
closure: polypropylene screw cap
sedl: HF-sedl
10 litrecontainer:  material: PA/PE (Coex)
shape/size: rectangular / approx. 226 mm x 174 mm x 368 mm
opening: 54 mm inner diameter
closure: polypropylene screw cap

seal:

HF-seal
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B.3.5.2 Suitability of packaging

Reference number: MmA412/1
Report: Schreiner 1999
EU performance tests: BAS 500 00 F
BASF AG, Ludwigshafen/Rhein, Germany Fed.Rep

unpublished

Reference: PHY 2000-398
Guid€lines: <none>
GLP: No

The containers and outer packaging meet the ADR requirements. They are labeled
individually with all the use instructions. Several bottles are packed in cardboard boxes.
These combination packs meet the requirements of UN 4G/Y .

B.3.5.3 Resistance of the packaging material to its contents

Reference number: MA413/1

Report: Kaestel R. 1999(b)
Shelf lifein original container of BAS 500 00 F
Physical properties report - [24 month-storage]
BASF AG, Agrarzentrum Limburgerhof, Limburgerhof,
Germany Fed.Rep.
unpublished
Reference: PHY 2000-384

Guidélines: Appendix 1 to 8 19 a Section 1 Chemikaliengesetz of 25th July
1994

GLP: Yes
(laboratory certified by Landesanstalt fuer Pflanzenbau und
Pflanzenschutz Rheinland-Pfalz, Mainz)

Reference number: IMA413/2
Report: Kolb K. 1997
Corrosiveness of BAS500 00 F
BASF AG, Agrarzentrum Limburgerhof, Limburgerhof,

Germany Fed.Rep.
unpublished
Reference: PHY 2000-570
Guiddlines: <none>
GLP: No

Storage test indicates no adverse interaction between the preparation and the container.

As evident from a 2-year shelf-life study including the evaluation of any interaction of BAS
500 00 F with the polyamide line polyethylene (Coex) container at 20 °C and 30 °C with 50 %
relative humidity there is no potential for adverse interaction between the preparation and the
Coex container. Neither the appearance of the product nor its properties are altered by the
container material. There is no interaction between the formulated product and its original
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container. The commercial product BAS 500 00 F is stable for at least 24 months when stored
in the unopened original container under the above mentioned storage conditions.

B.3.5.4 Proceduresfor cleaning application (Annex I11A 4.2)

Effectiveness of Prodecures for Cleaning Application Equipment and Protective Clothing

BAS 500 00 is a fungicide to be used for example in grapes at a max. rate of 0.64 I/ha. This

amount of formulation contains 160 g Reg. No. 304 428. The product shall be applied in at

least 400 litresslha water. Regarding subsequent use of the spraying equipment, any carry-over
would be insignificant according to the following estimate:

»= 160 g active substance in 400 | water would result in 0.4 g as per litre as maximum
concentration (recommended is a concentration of 0.1 g as per litre).

* Any surplus spray mix is to be diluted at the ratio 1:10 with water and to be sprayed onto
the previously treated area, according to the use instructions. After that any remaining
spray broth dilution would contain only 0.04 g as per litre water.

= If 51 dilution should remain in the spraying equipment (an amount above usual relative
volumes), it would be diluted during the preparation of the next 400 | spray broth to a
remaining as concentration of 0.0005 g as per litre, - only 0.1 % of the origina as
concentration during crop treatment with BAS 500 00 F.

The calculation outlined above is based on ideal dilution. In reality some active substances

tend to adhere preferentially to hydrophobic surfaces of seals or plastic tubing. But there is a

large safety margin that plant damage can be excluded when application equipment used for

crop treatment with BAS 500 00 F is used subsenquently for treatment of other crops.

Protective clothing for applicators of agrochemicals is usualy made of cotton. The polar
surface of the fiber presents little affinity to the unpolar active ingredient. Therefore, usual
laundering with detergents will either suspend or dissolve any contamination efficiently.

Summary: Common agricultural practice implies cleaning of application equipment with
water. This will remove any remainders of BAS 500 00 F so efficiently that no
plant damage can be caused when the equipment is used subsequently for the
treatment of different crops.

Protective clothing will be cleaned effectively when washed with usual laundry
detergents.

B.3.5.5 Reentry periods, necessary waiting periods or other precautions to protect
man, livestock and the environment (Annex [11A 4.3)

The following safety intervals as defined in Annex I11A point 4.3 are adequately covered by
information described in chapters mentioned below.
- pre-harvest interval for each relevant crop
see chapters B.7.4 and B.7.10
- re-entry period for livestock to areas to be grazed
see chapters B.7.4 and B.7.10
- re-entry period for man to crops, building or spaces treated
see chapter B.6.14
- withholding period from animal feeding stuffs
see chapters B.7.4 and B.7.10
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- waiting period between application and handling to treated products
see chapters B.7.4 and B.7.10

- waiting period between last application and sowing or planting succeeding crops
see chapter B.7.9

B.3.5.6 Recommended methods and precautions concerning handling, storage,
transport or fire (Annex I11A 4.4)

Handling:

If BAS 500 00 F is handled while not enclosed:
Use full mask with filter as respiratory equipment.
Use protective gloves for chemicals as hand protection.
Keep work area clean.
Keep working clothes separate from other clothing.
Change badly soaking clothing.
Wash hands before break and at the end of work.

Storage:

No chemical hazards are inherent to BAS 500 00 F. Store out of reach of unauthorized
persons. Keep away from food, feed, and consumable item. Store in original container under
usual warehouse conditions, i.e. dry, frost free and avoiding temperatures above 40°C. Keep
the product away from sources of ignition: no smoking. Provide good ventilation. Store
BAS500 00 F as if it were a water pollutant. Make sure that the product does not enter any
drains, watercourses or the ground. In addition for warehouse storage: provide retention
facilities.

Transport:

As of today BAS 500 00 F is class 9, No. 11c, UN No. 3082 (RID/ADR, IMDG, IATA) for
transport.

Follow the general rules and good practices for transport. Do not stow BAS 500 00 F together
with food, feed, and consumable items.

Fire:

BAS 500 00 F is an emulsifiable concentrate (EC). No exceptional fire precautions have to be
taken. The main products generated in case of fire are: CO/CO,, H,0O, No/NOy, SO,, and HCI.

In case of fire, water, foam-water mixtures, dry powder or carbon dioxide can be used as
extinguishing media for BAS 500 00 F. Any packaged product close to a fire needs to be
cooled by spraying it with water.

The contaminated extinguishing water is to be collected. It may not reach any sewer or
effluent system. The fire debris and the contaminated extinguishing water must be disposed of
in accordance with local regulations.
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Procedur e to minimise generation of waste:

Only purchase and store quantities of BAS 500 00 F required in the short term. Do not open
containers larger than necessary for immediate requirements. Do not mix a volume of spray
solution greater than is required for immediate use.

B.3.5.7 Emergency measuresin case of an accident (Annex |11A 4.5)

Containment of spillage and decontamination of areas, vehicles, and buildings:

Prevent entry into drains, water, or soil. Large spillage of BAS 500 00 F should be dammed
off and pumped into containers. For small spillage, use adsorbent material. Place
contaminated adsorbent in closeable containers. Use a damp cloth to clean floors and other
objects after removal of the contaminated adsorbent. Adding a detergent will enhance the
cleaning process. Place used cleaning materials in closeable receptacles.

Disposal of damaged packaging, adsor bents, and other materials

BAS 500 00 F as well as it's damaged packaging, contaminated adsorbents, and other
materials shall be disposed of in alicensed incinerator.

Additional methods are described in the GIFAP monograph "Disposal of unwanted pesticide
stocks' 1991. Unclean empty containers are to be treated in that context like full ones.

Protection of emergency workersand bystanders

For emergency workers it is a standard safety precaution that goggles, rubber gloves, mouth
and nose mask, and protective clothing shall be worn during the clean-up operations.
Bystanders are requested to leave the emergency site. Only under special circumstances the
personal equipment mentioned before is to be provided for bystanders.

First aid measure:
General Advice:

Remove person from danger zone.
Remove contaminated clothing.

Upon Inhalation:
Bring person to the fresh air.
Call medical help.

Following Skin Contact:
Wash skin thoroughly with soap and water.
Call medical help.

Following Eye Contact:
Wash affected eyes for at least 15 minutes under running water with eyelids held open.
Consult an eye specialist.
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Upon Ingestion:
Call medical help immediately.

B.3.5.8 Proceduresfor destruction or decontamination of the plant protection product
and itspackaging (Annex 1A 4.6)

BAS 500 00 F as well as it's damaged packaging, contaminated adsorbents, and other
materials shall be disposed of in alicensed incinerator.

Additional methods are described in the GIFAP monograph "Disposal of unwanted pesticide
stocks' 1991. Unclean empty containers are to be treated in that context like full ones.

B.3.5.8.1 Neutralisation procedures (e.g. reaction with alkali to form less toxic
compounds) for usein the event of accidental spillage

A neutralisation procedure cannot be proposed.

B.3.5.8.2 Pyrolytic behavior of the active substance under controlled conditions at
800°C and the content of polyhalogenated dibenzo-p-dioxins in the products
of pyrolysis

Not applicable, as BAS 500 00 F contains less than 60 % hal ogens.
Detailed instructions for safe disposal of the plant protection products and its packaging

For purposes of disposal, combustion of BAS 500 00 F in a licensed incinerator is
recommended. This method of disposal applies also to contaminated packages, which cannot
be cleaned or reused.

Although it is possible to incinerate the product a lower temperatures, a combustion at
approximately 1100 °C with a residence time of 2 sec. is advised. By doing so, i.e., operating
the incinerator according to the conditions laid down in council directive 94/67/EC, one will
achieve complete combustion and minimize the formation of undesired by-products in the off-
gases.

Empty primary packages of BAS 500 00 F shall be triple rinsed as described in the ECPA
"Guidelines for rinsing agrochemical containers', 1993. That reduces the amount of product to
below 0.01 % of the original amount. Pressure rinsing or integrated pressure rinsing of the
packaging material achieves a similar or better result. The rinsate is to be added to the spray
liquid. Triple rinsed primary packages shall be rendered unusable, and then they may be
disposed off according to local regulations and best available practice. For up-to-date
information, aqualified adviser isto be consulted.

B.3.5.8.3 Methods other than controlled incineration for disposal of the plant
protection product, contaminated packaging and contaminated material

As of today, no other methods for disposal of BAS 500 00 F are available.
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B.3.6 Referencesrelied on

Annex
point/
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Author(s)

Y ear

Title

source (where different from company)
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GLP or GEP status (where relevant),
published or not
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Data
protection
claimed

Y/N

Owner

AllA-3.7;
AllA-3.8

Gerlach, H.

2000

Safety data sheet - BAS 500 F.
2000/1000228

not GLP, unpublished
CHE2000-463

BAS

AllA-3.7;
AllA-3.8;
AllA-3.9

Gerlach, H. and
Schenk, W.

2000

BAS500 F: Recommended methods and
precautions concerning handling, storage,
transport or fire - Procedures for destruction or
decontamination - Decontamination of water in
case of accident.

M-I1

not GLP, unpublished

CHE2000-472

BAS

AllA-3.9

Schenk, W.

1999

Possible Procedures for the Decontamination
of Water from BAS 500 F.

99/10664

not GLP, unpublished

CHE2000-462

BAS

AlllA-4

Kolb

1997

# 63 - 20 Corrosivness of BAS 500 00 F.
BASF 97/11419

not GLP, unpublished

PHY 2000-570

BAS

AlllA-4.1

Schreiner

1999

EU Performance Tests.
1D1999/11733

not GLP, unpublished
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BAS

Codes of owner

BAS: BASF Aktiengesell schaft

% Only notifier listed
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B.4 Proposalsfor the classification and labelling

B.4.1 Proposalsfor the classification and labelling of the active substance
(Annex 1A 10)

The following is proposed in accordance with the latest classification and labelling guidance
under Directive 67/548/EEC (i.e. in the 18th ATP published as Directive 93/21/EEC):

Pyraclostrobin (BAS 500 F)

Hazard symbol: T; N

Indication of danger: Toxic

Risk phrases: R 23 Toxic by inhalation
R 38 [rritating to skin

R 50/53 Very toxic to aguatic organisms
May cause long-term adverse effectsin the
aquatic environment

Reasons for classification
For justification of R 23 see B 6.2.3 INHALATION
For justification of R 38 see B.6.2.4 SKIN IRRITATION

B.4.2 Proposalsfor the classification and labelling of preparations (Annex
[11A 12.3and 12.4)

The following is proposed in accordance with Directive 78/63L/EEC in combination with the
latest classification and labelling guidance under Directive 67/548/EEC (i.e. in the 18th ATP
published as Directive 93/21/EEC):

BAS 50000 F

Hazard symbol: Xn

Indication of danger: Harmful

Risk phrases: R 20 Harmful by inhalation
R 22 Harmful if swallowed
R 36 Irritating to eyes
R 38 [rritating to skin

R50/53 Very toxic to aguatic organisms
May cause long-term adverse effects in the aquatic
environment

(R65 Harmful: may cause lung damage if swallowed)

Reasons for classification

For justification of R 20 see B 6.11.3 INHALATION

For justification of R 22 see B 6.11.1 ORAL

For justification of R 36 see B 6.11.5 EYE IRRITATION
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For justification of R 38 see B.6.11.6 SKIN IRRITATION

For justification of R 65 see B.6.13 TOXICOLOGICAL DATA ON NON ACTIVE
SUBSTANCES

(The notifier stated that, based on physical
properties of the product, the risk phrase R65
from Solvesso should not be transferred to the
classification of the product.)

B.4.3 Referencesrelied on

No references submitted.
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B.5 Methods of analysis

B.5.1 Analytical methods for formulation analysis (Annex 1A 4.1; Annex
[1TA 5.1)

B.5.1.1 Analytical method for the determination of pure active substance in the active
substance as manufactured

The method uses reversed-phase HPLC with a Nucleosil C18 column UV-detection at 275 nm
and external calibration to determine the content in the technical substance. The product is
dissolved in acetonitrile/water. The solutions are directly injected into the HPLC system for
separation and detection.

Ref.: Tuerk, 1996 (CHE2000-783)
Specificity, linearity, accuracy and repeatability

Soecificity: Identification of the active ingredient is based on comparison of the respective
HPLC retention time of the reference substance to those of the test substance.
No interferences were observed.

Linearity: There is linearity in the specified measuring range. The results do not show
any significant deviation from the linearity, i.e., the coefficient of correlation
(r) 15 >0.9999. Typical results for the linear equation were: slope (m) 33925
and intercept (B) 39686.

Accuracy: Based on five replicates of a sample of technical active substance, the
recovery of aswasin the range 98.16 to 99.20 %.

Repeatability: Based on the analysis of five fortified samples the repeatability (% RSD) was
0.44 %. Five subsamples of a typical technical active ingredient yielded
0.42 % RSD. The acceptance of the results were confirmed by applying the
modified Horwitz equation.

Ref.; Tuerk, 1997 (CHE2000-784)

CIPAC methods
To date, no CIPAC methods exist for the analysis of pyraclostrobin in either technical or
formulated material.

B.5.1.2 Methods for the determination of significant and/or relevant impurities and
additives (e.g stabiliser) in the actice substance as manufactured

Confidentia information, see Annex C.
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B.5.1.3 Analytical methodsfor formulation analysis (plant protection product) (Annex
1A 5.1)

The method uses (normal-phase) HPLC with a Nucleosil CN column UV-detection and
external calibration to determine pyraclostrobin in emulsifiable concentrates (BAS 500 00 F).
The product is dissolved in n-heptane and small amounts of modifier tetrahydrofuran and
dichloromethane. The solution are directly injected into the HPLC system for separation and
detection.

Ref.: Ziegler, 1997 (CHE2000-781)
Specificity, linearity, accuracy, repeatability

Secificity: Identification of the active substance is based on comparison of the respective
HPLC retention time of the reference substance to those of the test substance.
No interferences were observed.

Linearity: There is linearity in the specified measuring range. The results do not show
any significant deviation from the linearity, i.e., the coefficient of correlation
(r) is>0.9999. Typical results for the linear equation were: slope (m) 198050
and intercept (B) 13994

Accuracy: Based on six replicates of a sample of blank formulation of BAS 500 00 F
fortified with reference grade pyraclostrobin, the mean recovery has been
determined to be 100.18 %.

Repeatability: Based on the analysis of six samples of typical BAS 500 00 F the repeatability
(% RSD) was determined to be 0.085 %.

Ref.: Ziegler, H., 1097 (CHE2000-782)

CIPAC methods
To date, no CIPAC methods exist for the analysis of pyraclotrobin in either technical or
formulated material.

B.5.1.4 Method(s) for relevant breakdown products, isomers and additives

General information

Pyraclostrobin does not contain any component of toxicological, ecotoxicological or
environmental significance. As the product is stable, this holds true for the product as
manufactured and after storage at 20°C for two years as well. Therefore, no respective method
isrequired.
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B.5.2 Analytical methods (residue) for plants, plant products, foodstuffs
of plant and animal origin, feedingstuffs (Annex I1A 4.2.1; Annex
[11A 5.2)

B.5.2.1 Plant material

Because no acceptable gas chromatographic results have been achieved (Weeren and Pelz
1999), the application of a standard multi-method seems to be not possible.

In the BASF-method No. 421/0 (Reinhard and Mackenroth, 1999a) pyraclostrobin and its
metabolite BF 500-3 are extracted from wheat, grape, peanut and orange matrices with a
methanol/water mixture. Peanut nutmeat and oil are extracted with acetonitrile/n-hexane and
the acetonitrile layer is separated. Further clean up is carried out using a micro C18-column
and amicro silicagel column. The purified residue is taken up in a methanolic buffer solution
for HPLC- MS-MS determination monitoring the transition ions m/z = 388 - 194 for
pyraclostrobin and m/z = 358 - 164 for metabolite BF 500-3. The independent |aboratory
validation of this method was performed by Perez and Perez (2000).

For validation data see[Table B. 5.2-1|

TableB.5.2-1: Validation data for analytical methods for the determination of
pyraclostrobin residuesin food of plant origin

Reference Sample Test Fortification Average RSD No. of
matrix substance level recovery analyses
[mg/kg] [%] [%]
Reinhard and whesat Pyraclostrobin 0.02 95 3.0 5
Mackenroth , 1999 a | (forage) 2.00 91 2.2 5
BF 500-3 0.02 92 3.9 5
2.00 90 35 5
wheat Pyraclostrobin 0.02 80 7.4 5
(straw) 2.00 82 4.7 5
BF 500-3 0.02 76 6.5 5
2.00 73 55 5
wheat Pyraclostrobin 0.02 75 17 4
(grain) 0.2 90 4.3 5
BF 500-3 0.02 76 31 5
0.2 87 4.1 5
grapes Pyraclostrobin 0.02 90 23 5
2.00 94 55 5
BF 500-3 0.02 88 14 5
2.00 93 7.2 5
peanut Pyraclostrobin 0.02 79 44 5
(nutmeat) 0.2 89 10.0 5
BF 500-3 0.02 76 4.2 5
0.2 85 8.5 5
orange Pyraclostrobin 0.02 76 39 5
0.2 87 5.2 5
BF 500-3 0.02 74 5.0 5
0.2 83 6.3 5
Perez and Perez wheat Pyraclostrobin 0.02 91 115 5
2000 (straw) 6.00 86 4.3 5
BF 500-3 0.02 81 21.9 5
6.00 86 24 5
grapes Pyraclostrobin 0.02 87 6.7 5
2.00 101 3.0 5
BF 500-3 0.02 79 4.6 5
2.00 97 3.0 5
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In the BASF-method D9904 (Abdel-Baky and Riley, 2000) plant materia is extracted as
described in BASF-method No. 421/0. For clean up amicro C18-column and a micro silicagel
column were used. The purified residue is taken up in an acetonitrile/water mixture.The final
chromatography analysis of pyraclostrobin and its metabolite BF 500-3 is performed by
HPLC-UV (276 nm) using column switching on reversed phase columns.

The independent laborytory validation of this method was performed by Jordan (2000).

For validation data see

TableB.5.2-2: Validation data for analytical methods for the determination of
pyraclostrobin residuesin food of plant origin

Reference Sample Test Fortification Average RSD No. of
matrix substance level recovery analyses
[mg/kd] [%] [%]
Abdel-Baky and Wheat Pyraclostrobin 0.02 101 4 5
Riley , 2000 (Forage) 2.00 95 5
BF 500-3 0.02 Q0 6 5
2.00 87 5
Wheat Pyraclostrobin 0.02 101 10 5
(Straw) 2.00 85 5
BF 500-3 0.02 102 17 5
2.00 76 5
Wheat Pyraclostrobin 0.02 88 17 5
(Grain) 2.00 101 4
BF 500-3 0.02 77 19 5
2.00 89 4
Grapes Pyraclostrobin 0.02 112 14 5
2.00 98 5
BF 500-3 0.02 84 15 5
2.00 90 5
Peanut Pyraclostrobin 0.02 106 6 5
(nutmeat) 2.00 102 5
BF 500-3 0.02 80 8 5
2.00 88 5
Orange Pyraclostrobin 0.02 99 12 5
2.00 96 5
BF 500-3 0.02 104 15 5
2.00 87 5
Jordan , 2000 Wheat Pyraclostrobin 0.02 98 6.1 5
(Straw) 6.00 78 9.0 5
BF 500-3 0.02 92 6.8 5
6.00 73 8.2 5
Grapes Pyraclostrobin 0.02 85 18.6 5
2.00 91 5.4 5
BF 500-3 0.02 75 8.2 5
2.00 84 6.6 5

In the BASF-method No. 453/0 (Reinhard and Mackenroth, 1999b) pyraclostrobin and its
metabolite BF 500-3 are determinated in marices/fractions of the processing of barley. After
extraction with a mixture of methanol, water and hydrochloric acid an aliquot of the extract is
centrifuged and partitioned against cyclohexane. After evaporating of cyclohexane, the
purified residue is taken up in a methanolic buffer solution for HPLC-MS-MS determination

monitoring the transition ions m/z = 388 - 194 for pyraclostrobin and m/z = 358 - 164 for
metabolite BF 500-3. For validation data see[Table B.5.2-3
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TableB.5.2-3 Validation data for analytical methods for the determination of
pyraclostrobin residuesin food of plant origin

Reference Sample Test Fortification Average RSD No. of
matrix substance level recovery analyses
[mg/kg] [%] [%]
Reinhard and beer Pyraclostrobin 0.02 96 45 5
Mackenroth , 1999 b 0.2 92 8.8 5
BF 500-3 0.02 98 75 5
0.2 94 2.3 5
brewer'syeast | Pyraclostrobin 0.02 102 53 4
0.2 98 9.3 5
BF 500-3 0.02 100 17 5
0.2 99 10.1 5
brewing malt | Pyraclostrobin 0.02 99 35 4
0.2 94 3.2 5
BF 500-3 0.02 89 2.1 5
0.2 88 0.7 5
spent,  grains| Pyraclostrobin 0.02 105 10.6 5
and flocs 0.2 105 2.2 5
BF 500-3 0.02 86 5.2 5
0.2 102 2.0 5
pot barley Pyraclostrobin 0.02 103 14 5
0.2 110 9.0 5
BF 500-3 0.02 101 21 5
0.2 103 2.9 5
malt sprouts Pyraclostrobin 0.02 105 5.4 5
0.2 96 2.8 5
BF 500-3 0.02 95 33 5
0.2 94 25 5
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B.5.2.2 Foodstuff of animal origin

In the BASF method 439/0 (Kampke-Thiel, 1999) pyraclostrobin is extracted from matrices of
animal origin with acetonitrile/iso-hexane. The aqueous acetonitrile phase is partitioned into
with dichlormethane, the organic layer is concentrated and subjected to a silicagel
microcolumn clean up. Pyraclostrobin is then determined by HPLC using column switching
on normal phase columns and UV detection at 270 nm. As confirmatory method a reversed
phase HPLC-UV determination is described. The independent laboratory validation of this
method was performed by Levsen and Kruppa (1999). For validation data see[Table B.5.2-4]

TableB.5.2-4 Validation data for analytical methods for the determination of
pyraclostrobin residuesin food of animal origin

Reference Sample Test Fortification Average RSD No. of
matrix substance level recovery analyses
[mg/kg] [%] [%]
Kampke-Thiel, milk Pyraclostrobin 0.01 77 115 5
1999 0.1 87 5.9 5
muscle Pyraclostrobin 0.05 89 6.1 5
0.5 91 6.0 5
liver Pyraclostrobin 0.05 94 41 5
0.5 87 7.2 5
kidney Pyraclostrobin 0.05 84 51 5
0.5 90 4.2 5
fat Pyraclostrobin 0.05 86 32 4
94 7.1 5
eggs Pyraclostrobin 0.05 86 12.3 5
0.5 92 7.4 5
Levsen and Kruppa, | milk Pyraclostrobin 0.01 97 75 5
1999 0.1 91 2.6 5
meat Pyraclostrobin 0.05 89 10.8 5
05 95 12 5
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B.5.2.3 Additional methods

For data generation purposes the method 446 (Tilting, 1999) to determine Pyraclostrobin and
its metabolites was developed. For fortification a synthetic reference compound, BF 500-10,
was used as a model compound for metabolites of pyraclostrobin. A GC-MS version of this
method including hydrolysis and methylation was developed and validated for milk, and a
more straightforward procedure using HPLC-MS-MS for quantification was validated for
milk and tissues. For validation data see

Table B.5.2-5: Validation data for analytical methods for the determination of
pyraclostrobin residuesin food of animal origin

Reference Sample Test Fortification Average RSD No. of
matrix substance level recovery analyses
[ma/kg] [%] [%]

Tilting , 1999 milk (GC-MS) | Pyraclostrobin 0.01 74.8 37 5
0.1 68.5 85 5

milk (GC-MS) | BF 500-10 0.01 64.8 4.6 5
0.1 64.5 9.0 5

milk  (HPLC- | Pyraclostrobin 0.01 96.9 11.6 5
MS/MS) 0.1 66.5 5.6 5
milk  (HPLC- | BF 500-10 0.01 73.6 7.6 5
MS/MS) 0.1 60.4 34 5
meat Pyraclostrobin 0.05 78.5 21 5
05 83.1 3.2 5

meat BF 500-10 0.05 56.1 44 5
0.5 54.9 13 5

liver Pyraclostrobin 0.05 80.0 7.6 5
05 81.7 32 5

liver BF 500-10 0.05 65.7 4.1 5
05 82.4 32 5

kidney Pyraclostrobin 0.05 85.6 7.3 5
05 67.6 53 5

kidney BF 500-10 0.05 66.2 4.6 5
05 60.2 7.7 5

fat Pyraclostrobin 0.05 774 14.9 5
0.5 90.6 105 5

fat BF 500-10 0.05 83.4 24.1 5
05 87.7 14.7 5
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B.5.2.4 Structural formulae and designation of compounds

Table B.5.2-6: Summary of compounds used as calibration standards or for
fortification

Structural formulae Designation of compounds

Cl
\©\N/N\ O\/© Pyraclostrobin
_— BAS500 F

O__N_ /
Vs \W ~0 Reg. No. 304 428
O

Cl
\©\N/N\ OV@ BF 500-3
_ Reg. No. 340266
O NH
a
O

OH
o BF 500-10
N\/Nj/o Reg. No. 412 040

O N
/ \{( \O/
O

B.5.3 Analytical methods (residue) soil, water, air (Annex I1A 4.2. 2 to
4.2.4; Annex I11A 5.2)

B.531 Soil

The method No. 409 (Ziegler,1998b) describes the extraction of the anayte pyraclostrobin
with acetonitrile using a mechanical shaker. After filtration and concentration, the residue is
redissolved in acetonitrile, filtered over a Baker phenyl column and cleaned up further by a
gel-permeation chromatography step. For final determination, gradient HPLC-UV (270 nm) is
used. For confirmatory purposes, a different HPLC procedure using API-MS at ion m/z = 388
is described. For validation data see
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TableB.5.3-1: Validation data for the analytical methods for the determination of
pyraclostrobin and metabolitesin soil
Reference Sample Test Fortific. Average RSD No. of
matrix substance level recovery analyses
[mg/kg] [%] [%]
Ziegler , 1998 b standard soil Pyraclostrobin 0.01 83 6.1 5
2.1 0.1 95 3.7 5
1.0 92 3.9 5
standard soil Pyraclostrobin 0.01 92 6.2 5
2.2 0.1 93 25 5
1.0 89 3.4 5

In the method 432 (Zangmeister, 1999b) the analytes pyraclostrobin and the metabolites BF
500-3, BF 500-6 and BF 500-7 are extracted with acetonitrile using a mechanical shaker.
After filtration the extract is cleaned up further by sucking the filtrate through a silicagel
column and eluting the column with a n-hexane/ethyl acetate mixture. For the final
determination, gradient HPLC/API-MS at m/z = 358 (for BF 500-3), 388 (for pyraclostrobin),
595 (for BF 500-7) and 611 (for BF 500-6) is used. For validation data see

TableB.5.3-2 Validation data for the analytical methods for the determination of
pyraclostrobin and metabolitesin soil
Reference Sample Test Fortification Average RSD No. of
matrix substance level recovery analyses
[mg/kg] [%] [%]
Zangmeister, standard soil Pyraclostrobin 0.01 99 27 5
1999 b 22 0.1 91 33 5
1.0 91 8.6 4
BF 500-3 0.01 110 5.0 5
(340 266) 0.1 91 20 5
1.0 86 9.1 4
BF 500-7 0.01 86 6.9 5
(369 315) 0.1 91 6.4 5
1.0 93 4.1 4
BF 500-6 0.01 83 49 5
(364 380) 0.1 90 54 5
1.0 100 4.9 4
sediment Pyraclostrobin 0.01 91 16 5
0.1 92 12 5
1.0 94 23 5
BF 500-3 0.01 91 5.0 5
(340 266) 0.1 93 0.8 5
1.0 96 5.8 5
BF 500-7 0.01 94 13 5
(369 315) 0.1 103 4.8 5
1.0 105 14 5
BF 500-6 0.01 96 55 5
(364 380) 0.1 98 54 5
1.0 102 29 5
US-soil Pyraclostrobin 0.01 94 14 5
0.1 87 25 5
1.0 84 6.8 5
BF 500-3 0.01 96 11 5
(340 266) 0.1 88 29 5
1.0 84 7.8 5
BF 500-7 0.01 97 32 5
(369 315) 0.1 88 3.7 5
1.0 87 12.4 5
BF 500-6 0.01 96 28 5
(364 380) 0.1 88 33 5
1.0 87 3.9 5




- 58 -
Pyraclostrobin — Annex B.5: Methods of analysis 01 August 2001

B.5.3.2 Water

The water sample is extracted by sucking through a C;g SPE (Baker) column (method No.
415/ Staab, 1998). The column is sucked dry and extracted with acetonitrile. The eluate is
evaporated to dryness and dissolved in an acetonitrile/water mixture for final determination by
gradient HPLC-MS (API) at m/z = 388 and 390. For validation data see[Table B.5.3-3]

TableB.5.3-3: Validation data for analytical methods for the determination of
pyraclostrobin residuesin water

Reference Sample Test Fortification | Average RSD No. of
matrix substance level recovery analyses
[Hg/L] [%] [%]

Staab, 1998 tapwater Pyraclostrobin 0.05 108 38 5
0.5 105 2.8 5

5.0 104 3.7 5

leachate water Pyraclostrobin 0.05 111 55 5

0.5 110 4.5 5

5.0 108 5.9 5

Enrichment of the active substance and all metabolites is achieved by extraction with
ethylacetate in method 455 (Zangmeister, 1999c). The extract is evaporated to dryness and the
residues are redissolved in acetonitrile/lwater. The final analysis of pyraclostrobin and all
metabolites is performed by HPLC-MS-MS (pyraclostrobin: m/z = 163, 194; BF 500-11: m/z
=194, 149; BF 500-12: m/z = 278, 194; BF 500-13: m/z = 132, 216; BF 500-14: m/z = 164,
300; BF 500-15 m/z = 132, 135). The determination is considered as highly specific. An
additional confirmatory method is not necessary. For validation data see Table B.5.3-4]
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TableB.5.3-4 Validation data for analytical methods for the determination of
pyraclostrobin and metabolitesin water

Reference Sample Test Fortification| Average RSD No. of
matrix substance level recovery analyses
[Mg/L] [%] [%]
Zangmeister, tapwater 0.05 93 6.1 5
1999 c Pyraclostrobin 0.5 104 35 5
5.0 103 4.4 5
0.05 80 51 5
BF 500-11 0.5 85 10.9 5
5.0 93 8.2 5
0.05 98 4.7 5
BF 500-12 0.5 103 13 5
5.0 104 2.5 5
0.05 84 5.0 5
BF 500-13 0.5 84 11.4 5
5.0 90 4.6 5
0.05 103 34 5
BF 500-14 0.5 103 4.1 5
5.0 103 4.0 5
0.05 92 9.1 5
BF 500-15 0.5 97 21 5
5.0 93 35 5
surface water 0.05 91 3.0 5
Pyraclostrobin 0.5 109 79 5
5.0 106 4.0 5
0.05 70 11.7 5
BF 500-11 05 78 155 5
5.0 88 7.6 5
0.05 103 51 5
BF 500-12 0.5 109 6.8 5
5.0 106 5.4 5
0.05 76 83 5
BF 500-13 05 79 16.6 5
5.0 87 4.8 5
0.05 104 4.2 5
BF 500-14 05 106 55 5
5.0 99 29 5
0.05 88 7.1 5
BF 500-15 05 93 4.0 5
5.0 90 8.1 5
B.5.3.3 Air

After sampling of approximately 480-600 | air by sucking air (1.5 |/min) for appr. 6 hours
through a Tenax absorber tube, the tube is closed with 2 plastic caps and transported to the
laboratory for analysis or stored at +6°C (storage stability for 5 days proven).

For analysis, the Tenax adsorbent is extracted with acetone. The solvent is evaporated to
dryness and the residue is dissolved in acetonitrile for gradient HPLC-UV determination at
276 nm. For confirmatory purposes LC-MS can be used. For validation data see[Table B.5.3-5]
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TableB.5.3-5 Validation data for the analytical method for the determination of
pyraclostrobin in air
Reference Sample Test Fortification Average RSD No. of
matrix substance level recovery analyses
[ug/m’] [%] [%]
Zangmeister , 1999 | air Pyraclostrobin 0.3 99 9.8 6
3.0 98 3.8 6

B.5.3.4 Structural formulae and designation of compounds

Table B.5.3-6:
fortification

Summary of compounds used as calibration standards or for

Structural formulae

Designation of compounds

Pyraclostrobin
BF 500-F

% W ~o~ Reg. No. 304 428

BF 500-3
Reg. No. 340266

BF 500-11
Reg. No. 411 847

BF 500-12
Reg. No. 412 053
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Structural formulae

Designation of compounds

TN BF 500-13
_ Reg. No. 412785
@) NH
/
T
(O]
@
N/N BF 500-14

Cl

Reg. No. 413 038

BF 500-15
Reg. No. 377 613

Q\/OﬁN /O/CI

= Nan
cl N\ —
N o

BF 500-7
Reg. No. 369 315

ey

— Ny ©
cl NG
N o

BF 500-6
Reg. No. 364 380

B.5.4 Analytical methods (residue) for body fluids and tissues (Annex I1A

4.2.5; Annex I11A 5.2)

The submission of an analytical methods for the determination of residues in body fluids and
tissues is necessary, because pyraclostrobin is classified as toxic.
Analytica methods for the determination of pyraclostobin in liver and kidney are described in

chapter B.5.2.2 Foodstuff ot animal origin.

Analytica methods for the determination of pyraclostobin in body fluids are not submitted.




-62 -
Pyraclostrobin — Annex B.5: Methods of analysis 01 August 2001

B.5.5 Evaluation and assessment

B.5.5.1 Formulation analysis

Analytica methodology is available for the determination of the active substanceand the
impurities in the technical material and for the active substance in the EC formulation.

Pyraclostrobin in the technical active substance is determined by a HPLC external standard
method on areversed phase column with UV detection.

10 impurities in the technical active substance are determined by a HPLC method on a
reversed phase column with UV detection. The residual solvent is quantified by head space
gas chromatography with flame ionisation detection. Another impurity is quantified by solid-
phase microextraction coupled to GC/MS.

Pyraclostrobin in the EC formulation is determined by a HPLC external standard method on a
normal phase column with UV detection.

All methods are fully validated.

B.5.5.2 Residueanalysis

For the assessment of the analytical methods for the determination of pyraclostrobin residues
the following criteria were used:

- The submitted methods enable the enforcement of the following relevant residue limits (at
the time of evaluation):

plants and plant products 0.05 mg/kg proposed MRL for other products of plant origin

milk 0.01 mgkg proposed MRL

meat, fat, eggs 0.05 mg/kg proposed MRL

soil 0.05 mg/kg general limit

drinking water 0.1 pg/L  EU drinking water limit

surface water 3 Mg/l NOEC of Daphnia magna as most sensitive species

ar 6 ug/m3  based on aproposed systemic AOEL of 0.02 mg/kg
bw

- Mean recovery rates at each fortification level in the range of 70 to 110% with a relative
standard deviation of < 20%

- Nointerfering blanks (< 30% of the LOQ)

- Methods must employ the simplest approach, involve the minimum cost, and require
commonly available equipment.

- The enforcement method for food must be suitable for the determination of all compounds
included in the residue definition (see 2.4.1), using an additional confirmatory method if
appropriate.

- The enforcement methods for environmental matrices must be able to analyse for all
compounds of toxicological and/or ecotoxicological significance in soil, water and air (see
2.5.1), using an additional confirmatory method if appropriate.
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Methods for the determination of metabolites are not needed, because pyraclostrobin is
considered as the only relevant analyte for monitoring purposes.

According to these criteria adequate analytical methods are available for the determination of
pyraclostrobin in plant material, food of animal origin, soil, drinking water, surface water and
air.

Analytica methods for body fluids are not submitted. Because of the classification of the
active substance as T the lack of an appropriate method is considered as an essential data gap.

B.5.6 Referencesrelied on

Annex Author(s) Year | Title Data Owner*
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),
published or not
BBA registration number Y/N
AllA-4.1 Eisert; R. 1999 | Validation of Analytical Method CP 337, Y BAS
Determination of impuritiesin technical BAS
500 F using HPLC.
1999/11852

GLP, unpublished
CHE2000-786

AllA-4.1 Eisert; R. 1999 | Determination of impuritiesin technical BAS Y BAS
500 F using HPLC.
1999/11851

not GLP, unpublished
CHE2000-785

AllA-4.1 Grosenick, H. 2000 | Validation of the Analytical method M Y BAS
97/0028/02 " Determination of dimethyl sulfate
inBAS500 F".

1999/11956

GLP, unpublished

CHE2000-790

AllA-4.1 Grosenick, H. 2000 | Determination of dimethyl sulfatein BAS 500 Y BAS
F.

1999/11896

not GLP, unpublished
CHE2000-789

AllA-4.1 Turk, W. 1996 | Detemination of toluene in Reg.No. 304 428. Y BAS
1996/11581

not GL P, unpublished
CHE2000-787

* Only notifier listed
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Annex Author(s) Year |Title Data Owner*
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),

published or not
BBA registration number Y/N
AllA-4.1 Tirk, W. 1998 | Validation of Headspace-GC Method CP284: Y BAS
Determination of Toluene in RegNo. 304428.
1998/11316
GLP, unpublished
CHE2000-788
AllA-4.1 Tark, W. 1997 | Vaidation of HPLC-method CP 266: Y BAS
Determination of Reg.No. 304 428 in Reg.No.
304 428 technical active ingredient (TAI).
1997/10691
GLP, unpublished
CHE2000-784
AllA-4.1 Tark, W. 1996 | The determination of Reg.No. 304 428 in Y BAS
technical grade active ingredient by HPLC.
1996/11507
not GLP, unpublished
CHE2000-783
AllA-42.1 | Abdel-Baky, S. | 2000 | Validation of BASF analytical method D9904, Y BAS
and Riley, M. Method for determination of BAS 500 F and its
metabolite BF 500-3 residues in plant matrices
using HPLC-UV, Study no. 63770.
BASF 1999/5179
not GLP, unpublished
MET2000-275
AllA-42.1 | Abdel-Baky S., |2000 | Validation of BASF analytical method D9904, N BAS
Riley M method for determination of BAS 500 F and its
metabolite BF 500-3 residuesin plant matrices
using HPLC/UV.
Study No. 63770; Reg. No. 1999/5179
GLP, unpublished
RIP2000-1516
AllA-4.2.1 | Jordan, J. 2000 | Independent method validation of BASF N BAS
analytical method D9904 entitled "Method for
the determination of BAS 500 F and its
metabolite BF 500-3 residuesin plant matrices
using HPLC-UV".
Study No. 63832; Reg. No. 1999/5184
GLP, unpublished
RIP2000-1520
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Annex Author(s) Year |Title Data Owner*
point/ source (where different from company) protection
reference report no. claimed
number GLP or GEP status (where relevant),

published or not
BBA registration number Y/N
AllA-4.2.1 | Jordan, J. 2000 | Independent method validation of BASF Y BAS

analytical method D 9904 entitled "Method for
determination of BAS 500 F and its metabolite
BF 500-3 residues in plant matrices using
HPLC-UV", Study no. 63832.

BASF 1999/5184

not GLP, unpublished

MET2000-276

AllA-4.2.1 Kampke-Thiel, |1999 | Validation of BASF method 439/0 for the Y BAS
K. determination of BAS 500 F (as parent
compound) in matrices of animal origin, Study
no. 53018.
BASF 99/11079

not GLP, unpublished
MET2000-279

AllA-4.2.1 Levsen, K. 1999 | Independent validation of BASF method 439/0 Y BAS
for the determination of BAS 500 F (as parent
compound) in matrices of animal origin, Study
No. 15 G 99015.

BASF 99/11079

not GLP, unpublished

MET2000-280

AllA-4.21 | Perez, R. and 2000 | Independent method validation of BASF Y BAS
Perez, S. method numbers D9808 (USA) and 421/0
(Germany) entitled "Method for determination
of BAS 500 F and its metabolite BF 500-3
residuesin plant matricesusing LC/IMS/MS",
Study no. 63832.

BASF 1999/5187

not GLP, unpublished

MET2000-274

AllA-421 | Reinhard, K. 1999 | Validation of BASF method no. 421/0 Y BAS
and (Germany) / D9808 (USA): Determination of
Mackenroth, C. BAS 500 F and its metabolite BF 500-3 in
wheat, grape, peanut and orange matrices,
Study code 35509.
BASF 1999/11134

not GLP, unpublished
MET2000-273
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Annex Author(s) Year |Title Data Owner*
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reference report no. claimed
number GLP or GEP status (where relevant),

published or not
BBA registration number Y/N
AllA-4.21 | Reinhard, K. 1999 | Validation of BASF method no. 453/0: Y BAS
and Determination of BAS 500 F and its metabolite
Mackenroth, BF 500-3 in matrices/ fractions of the
Ch. processing of barley, Study no. 35513,
10.12.99.
BASF 1999/11135

not GLP, unpublished
MET2000-277

AllA-4.21 | Tilting, N. and | 2000 | Validation of analytical method 446 for the Y BAS
Lehmann, W. determination of BAS 500 F (reg. no. 304428)
in sample material of animal origin, Study no.
35636.
BASF 1999/11075

not GLP, unpublished
MET2000-281

AllA-421 | Weeren, R.D. 1999 | Examination of the applicability of DFG Y BAS
and Pelz, S. Method S 19 for the determination of BAS 500
F, BAS-9901V.
BASF 99/10833

not GLP, unpublished
MET2000-278

AllA-4.2.2 | Zangmeister, W. | 1999 | Validation of analytical method no. 432, Y BAS
Determination of BAS 500 F, Reg. no. 340266,
Reg. no. 369315 and Reg. no 364380 in soil,
Study no. 37275.

BASF 99/10076

not GLP, unpublished

MET2000-283

AllA-4.2.2 | Ziegler, G. 1998 | Validation of analytical method no. 409, Y BAS
Determination of BAS 500 F (parent) in soil,
Study no. 35646.

BASF 98/10657

not GLP, unpublished

MET2000-282

AllA-423 | Staab, G. 1998 | Validation of analytical method no. 415, Y BAS
Determination of BAS 500 F (parent) in tap
and leachate water, Study no. 35886.

BASF 98/11182

not GLP, unpublished

MET2000-284
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reference report no. claimed
number GLP or GEP status (where relevant),

published or not
BBA registration number Y/N
AllA-4.2.3 | Zangmeister, W. | 2000 | Determination of BAS 500 F in water by Y BAS
HPLC/UV.
BASF 2000/1000133

not GLP, unpublished
MET2000-286

AllA-4.2.3 | Zangmeister, W. | 1999 | Validation of analytical method 455: Y BAS
Determination of BAS 500 F, BF 500-11, BF
500-12, BF 500-13, BF 500-14 and BF 500-15
residues in water (tap water and surface water),
Study no. 35888.

BASF 1999/10701

not GLP, unpublished

MET?2000-285

AllA-4.24 | Zangmeister, W. | 1999 | Validation of analytical method 447: Y BAS
Determination of BAS 500 F (Reg. no 304428)
inar by HPLC/UV, Study no. 35892.

BASF 1999/10694

not GLP, unpublished

MET2000-287

AlllA-5.1 Ziegler, H. 1997 | Validation of the analytical method CF-A 535 Y BAS
Determination of Reg.No. 304 428 in
emulsifiable concentrates (BAS 500 00 F).
1997/10709

GLP, unpublished

CHE2000-782

AlllA-5.1 Ziegler, H. 1997 | Determination of the content of active Y BAS
ingredient Reg.No. 304 428 in emulsifiable
concentrates (EC) [BAS 500 00 F] using
HPLC.

1997/11514

not GL P, unpublished

CHE2000-781

Codes of owner

BAS: BASF Aktiengesell schaft
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B.6 Toxicology and metabolism

B.6.1 Absorption, distribution, excretion and metabolism (toxicokinetics)
(Annex 1A 5.1)

Following oral administration of either a single low (5 mg/kg bw) or a high dose (50 mg/kg
bw) to rats, pyraclostrobin [Methyl-N-(2-((1-(4-chlorophenyl)-1H-pyrazol-3-yl)oxymethyl-
phenyl)-N-methoxy carbamate; BAS 500 F|] was rapidly absorbed from the gastrointestinal
tract. However, oral absorption is incomplete and accounts for approximately 50% or even
less of the dose. This percentage was estimated by summing up the amount of urinary and
biliary excretion.

The elimination process was nearly completed after 120 hours with the major part of
radioactivitiy beeing excreted within the first 48 hours irrespective of dose, dosing regimen
(single versus repeated administration) or sex. About 11-15% of the applied radioactivity was
eliminated via the urine while excretion via the faeces accounted for 80 — 90% of the dose.
However, 35% of the radioactivity was actually eliminated from the body via the bile. Initial
half-lives were approximately 10 h, termina half-lives ranged between 20 and 37 h. A
comparison of AUC values for both dose levels suggests nearly linear kinetics.

Tissue distribution determination revealed highest amounts of radioactivity in the Gl tract,
followed by liver. All other tissues had residues similar to or less than the concentrations in
plasma. Although this compound is lipophilic, there is no evidence of accumulation. Most
likely, thisis due to extensive metabolism and rapid and effective excretion.

Dermal absorption rate of pyraclostrobin is poor. The highest value of approximately 2.6%
was determined in an in vivo study in rats. It was reached when the animals were exposed to
the intermediate nominal dose of 0.075 mg/cm? (corresponding to 4 mg/kg bw) for an 8-hour
period. With regard to operator or bystander exposure, a dermal absorption rate of 2.6% is a
clear overestimation since an in vitro comparison revealed a much lower penetration through
human epidermis than through rat skin. Thus, for sufficient operator protection, a dermal
penetration rate of 1% should be used in calculations for exposure scenarios. The dermal
absorption studies are reported in detail under section B.6.12.

After oral administration to male and female rats, the systemically available portion of
pyraclostrobin was rapidly and intensively metabolised to alarge number of biotransformation
products. N-demethoxylation was the quantitatively most important pathway. Phase |
biotransformation is further characterised by various hydroxylations, cleavage of the ether
bond and further oxidation of the two resulting molecule parts. Combinations of these
reactions and the conjugation of the resulting OH-groups with glucuronic acid or sulphate led
to the large number of observed metabolites. No major differences were observed with regard
to sex and dose level.

All metabolites formed in the rat are sufficiently covered in the toxicological studies.
Additional studies on isolated metabolites are not considered necessary. However, three main
metabolites occurring in water but obviously not in mammals were tested for a mutagenic
potential by means of the Amestest and proved all negative (see section B.6.8).
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B.6.1.1 Absorption, distribution and excretion

Report: Leibold, E.; Hoffmann, H.D. and Hildebrand, B. (1998)
14C-BAS 500 F - Study of the biokineticsin rats
BASF AG, Ludwigshafen/Rhein, Germany Fed. Rep.
unpublished
BASF RegDoc# 98/10997

Test material: Radiolabelled pyraclostrobin (chlorophenyl ring); batch 579-1101;
chemical and radiochemical purity: > 98%.
Radiolabelled pyraclostrobin (tolyl ring); batch 566-1201; chemical
and radiochemical purity: > 98%.
Non-radiolabelled pyraclostrobin; batch 00937-67; purity: 99.8%.

Test animals: Wistar rats [strain: Chbb-THOM (SPF); source: Dr. Karl Thomae,
Biberach a.d. Riss, Germany].

GLP: Yes.

Test Method: OECD guideline 417 was followed.

Deviations: None. Usually, only low doses are applied when unlabelled test

substance is administered on 14 consecutive days. However, no impact
on the validity of resultsis expected when the high dose level is used.
Single dose experiments have shown that there is no significant
difference between dose levels with regard to absorption, distribution,
metabolism and excretion.

Acceptability: The study is considered to be acceptable.

Material and Methods:

The absorption, distribution, elimination and biokinetics of *C-pyraclostrobin in male and
female Wistar rats were investigated at dose levels of 5 and 50 mg/kg bw. Stock solutions of
the lipophilic test compound were prepared in toluene with subsequent evaporation of the
solvent. The residue was then dissolved in Pluriol E 200 (source: BASF AG) and the solution
filled up to the final volume (10 mi/kg bw) with 0.5% Tylose in aqua bidest before it was
administered to the rats by oral gavage. Most trials were performed with **C-pyraclostrobin
labelled in the tolyl ring since an additional experiment investigating the balance and
excretion pattern of test material (high dose only) radiolabelled in the chlorophenyl ring did
not reveal significant differences.

For the excretion balance studies, four male and four female rats were used for each dose
level. Excreta were collected after 6, 12 and 24 hours and afterwards in 24 h-intervals until
90% of the administered radioactivity were recovered. Following sacrifice, organs and tissues
were examined for remaining radioactivity. A possible impact of repeated administration on
toxicokinetics was investigated by daily administration of the high dose (unlabelled material)
to four male and four female animals for 14 consecutive days followed by a single low dose of
14C-pyraclostrobin on day 15.

Excretion via the bile was determined using four bile duct cannulated rats per dose and sex.
Bile was sampled every three hours up to termination after 48 h.
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For the toxicokinetic (plasma concentration) studies, four male and four female rats per dose
were used. Blood samples were drawn at ten time points ranging from 30 minutes after dosing
up to 120 hours.

Tissue distribution was studied using 12 male and 12 female rats for each dose level. Three
animals per sex and dose were sacrificed at four time points (see section "Findings’ below).

Findings:
The stability, homogeneity and correctness of the test substance preparation was analytically
verified.

Excretion balance

The overall recovery of radioactivity after 120 hours was in the range of 91.4 - 105.0% in all
experiments with the major part beeing excreted via the faeces within the first 48 hours
already. Tissue residues were generally very low suggesting that there is no potentia for
accumulation despite the lipophilicity of thistest compound.

TableB.6.1-1: Excretion balance at 48 h post dosing, including biliary excretion

Dose (mg/kg bw) 50 5 50/5* 50
Label Tolyl ring Tolyl ring Tolyl ring Chlorophenyl ring
Application site oral oral oral oral
Application mode single single repeated single
Males

Urine 0-48 13.23 12.29 13.38 14.87
Faeces 0-48 73.72 91.20 76.34 67.67
Subtotal 86.95 103.49 89.72 82.54
Bile 0-48 36.81 37.72
Females

Urine 0-48 10.01 10.93 11.86 10.74
Faeces 0-48 82.36 82.79 77.05 85.07
Subtotal 92.37 93.72 88.91 95.81
Bile 0-48 34.51 35.82

--- biliary excretion not determined
* repeated administration (14 d) of 50 mg unlabelled material/kg bw followed by a single dose of 5 mg
radiolabelled material/kg bw
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TableB.6.1-2: Excretion balance at 120 h post dosing

Dose (mg/kg bw) 50 5 50/5 50
Label Tolyl ring Tolyl ring Tolyl ring Chlorophenyl ring
Application site oral oral oral oral
Application mode single single repeated single
Males

Urine 0-120 14.52 12.61 13.83 16.01
Cage wash 0.67 0.13 1.30 0.63
Faeces 0-120 81.27 92.04 79.04 74.32
Carcass + organs 0.23 0.19 0.17 0.43
Total 96.68 104.96 94.35 91.38
Females

Urine 0-120 10.78 11.32 12.29 11.54
Cage wash 0.71 0.60 0.48 1.99
Faeces 0-120 89.92 83.71 81.40 88.95
Carcass + organs 0.22 0.28 0.18 0.46
Total 101.60 95.91 94.33 102.92

During the first 48 hours after single oral dosing with 5 or 50 mg/kg bw, 10 - 13% of the
administered radioactivity was excreted in urine and 74 - 91% in faeces. After 120 hours, the
total amount of radioactivity excreted in urine was in the range of 11 - 15% and in faeces in
the range of 81 - 92% of the administered dose.

Radioactivity remaining in tissues and organs 120 hours post dosing was less than 1 ug eg/g
(1 ppm) at a dose level of 50 mg/kg bw and less than 0.1 ug eg/g (0.1 ppm) at a dose level of
5 mg/kg bw.

An excretion pattern as described above was also obtained after repeated oral administration
(14 x unlabelled at 50 mg/kg bw, 1 x labelled at 5 mg/kg bw) as well as after single oral
administration of 50 mg/kg bw of the chlorophenyl-labelled test substance.

After single oral administration of 50 mg/kg bw, no radioactivity was detectable in the
exhaled air with either label used.

Within 48 hours after administration of 5 or 50 mg/kg bw of *C-pyraclostrobin, about 35 -
38% of the administered radioactivity was excreted via bile indicating that biliary elimination
to be an important excretion route. However, as compared to the radioactivity excreted in the
faeces 48 hours after single oral administration (about 74 - 91%), the 0-48 hour biliary
excretion considerably lower suggesting incomplete absorption following oral intake. It can be
assumed that the amount of radioactivity excreted via bile and urine represents the
bioavailable amount of the administered dose. Thus, the oral absorption of pyraclostrobin is
approximately 50% in male rats and somewhat lower but also at least 45-46% in females.

Pharmacokinetics

In rats exposed to a single oral dose of 50 mg/kg bw of **C-pyraclostrobin, the plasma
concentration/time curve showed 2 peaks. The first plasma peak was reached 30 minutes post
dosing with peak levels of 1.96 pg eg/g plasma in males and 2.62 ug eg/g in females.
Following a decline, the second plasma peak occurred after 8 hours in males (2.04 ug eg/q)
and after 24 hours in females (1.77 pg eqg/g), respectively. Thereafter, plasma concentrations
declined to levels of 0.08 ug eg/g in males and 0.05 pg eg/g in females at 120 hours post
dosing. Plasma levels decreased monophasically with half-lives of 20.7 hours in maes and
and 19.7 hours in females.
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In rats receiving the single low dose of 5 mg/kg bw, the plasma concentration/time curve also
showed 2 peaks. The first one was reached at 1.0 hour in males and after half an hour in
females with peak levels of 0.432 ug eg/g and 0.537 pg eg/g, respectively. At the second
plasma peak occurring after 8 hours in both sexes, plasma levels were 0.458 and 0.353 g
eg/g in males and females, respectively. After this second peak, plasma concentrations
declined biphasically to levels of 0.006 pg eg/g in males and 0.005 pg eg/g in females at 120
hours post dosing. The initial half life was found to be 9.0 hours in males and 10.5 hours in
females. Terminal half livesin male and female rats were 37.4 and 31.6 hours, respectively.

TableB.6.1-3: Phar macokinetic parameters

Dose (mg/kg bw) 5 50
Sex Males Females M ales Females
st
1" Cmax 0432 0.537 1.96 2,62
(Lg ed/g)
1% Tmax (h) 1.0 05 0.5 05
nd
2" Cmax 0.458 0.353 2,04 177
(Mg ed/g)
2" Tmax (h) 8 8 8 24
Initial T1/2 (h) 9.0 105 - -
Terminal T1/2 (h) 374 316 20.7 19.7
AUC 9.46 8.74 93.97 66.41
(Lgegxh/g)
Total clearance (gmin) | 8.81 9.54 8.87 12.4

Increasing the dose level by afactor of about 10 resulted in an increase of the AUC-values by
afactor of 9.9 inmalesand 7.6 in females.

At both dose levels, a similar course of the radioactivity with time is found for blood as for
plasma. During the first 24 hours post dosing, lower concentrations of radioactivity were
found in blood indicating that major parts of the radioactivity are in plasma and not bound to
cellular blood constituents.

Tissue distribution

Following the single high dose of **C-pyraclostrobin, tissue radioactivity concentration was
measured 0.5, 24, 36 and 72 hours after dosing. At the low dose level of 5 mg/kg bw, the
corresponding radioactivity measurements were done at 0.5, 8, 20 and 42 hours after
application. In general, tissue radioactivity levels in both sexes were in the same range at the
respective time points and dose levels. The pattern of distribution and elimination in various
organs and tissues was also similar. Throughout the time course of the experiments, by far the
highest radioactivity concentrations were found in the Gl tract in particular in stomach and
stomach content. Among the other organs and tissues, highest values were found in the liver.
Residues in most other organs and tissues were less than or similar to the plasma levels.
Radioactivity concentrations were lowest in bone and brain. Due to the lipophilic properties of
the pyraclostrobin, residues in body fat were of particular interest. Towards the end of the
observation period, radioactivity in adipose tissue clearly exceeded the plasma concentration.
However, with the exception of low dose males, residues were lower than in the liver and a
decline was apparent when the actual concentration after 72 or 42 hours was compared to the
initial values.
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Conclusion:

The excretion balance of pyraclostrobin in rats demonstrates that only approximately 15% or
even less of the applied radioactivity is excreted viathe urine at 5 and 50 mg/kg bw. Excretion
via the faeces accounts for 80 — 90% of the dose. However, 35% of the dose was actually
eliminated from the body via the bile. Summing up the amount of urinary and biliary
excretion, bioavailability is estimated to be 50% or dlightly less.

Oral absorption, although incomplete, is rapid and so is elimination. Initial half-lives are
approximately 10 h, terminal half-lives range between 20 and 37 hours. AUC values of both
dose levels suggest nearly linear kinetics. Elimination is nearly complete after 120 hours post
dosing with the major part of radioactivity being excreted during the first 48 hours.

Tissue distribution determination revealed highest amounts of radioactivity in the Gl tract,
followed by the liver. All other tissues had values comparable to or less than the plasma
concentrations. There is no evidence of a cumulative potential of pyraclostrobin.

The described pattern of absorption, distribution and elimination is not significantly altered by
differencesin dose level, dosing regimen (single or multiple administration), or sex.

B.6.1.2 Metabolism

Report: Velic, 1. (1999):
The Metabolism of **C-BAS 500F (**C-304428) in Rats
BASF Aktiengesellschaft, Limburgerhof, Germany;
unpublished
BASF RegDoc.# 1999/11781

Dates of experimental work: July 1996 — February 1999

Test Material: Two labelled forms of the test compound were used either in thisor in
the preceding biokinetic study (see B.6.1.1):
1. [tolyl-**C]-pyraclostrobin; batches 566-1047 (radiochemical purity:
>99%, chemical purity: >99.5%), 566-2025 (radiochemical purity:
>99%, chemical purity: >97%) and 566-1201 (chemical and
radiochemical purity: > 98%).
2. [chlorophenyl-**C]-pyraclostrobin; batches 579-1017
(radiochemical purity: 100%, chemical purity: 99.1%) and 579-1101
(radiochemical purity: >98%, chemical purity: > 98% ).

FigureB.6.1-1:  Structure and position of the *C-label for both tolyl and
chlorophenyl-labelled pyraclostrobin

C D

# = [tolyl-"*C]-pyraclostrobin
*
= [chlorophenyl-**C]-pyraclostrobin
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Furthermore, non-radiolabelled pyraclostrobin (batches 00937-67 and
00937-128, chemical purity: 99.8%) was applied.

Test Animals: Wistar rats (for details, see study description under B.6.1.1 above).
GLP: Yes.

Test Method: EPA/OPPTS 870.7485, EEC 87/302, Japan/MAFF

Deviations: No deviations from the EEC method were noted. The mentioned EPA

or Japanese guidelines were not available to the Rapporteur.
Acceptability: The study is considered to be acceptable.

Material and Methods:

A part of the biological samples (urine and faeces, hile) used for identification and

characterization of metabolites was taken during the in-life phase of the toxicokinetic study in

rats described above (Leibold et al., 1998; see B.6.1.1). Material obtained from the following
groups was included:

« Rats (four per sex) receiving asingle low dose (5 mg/kg bw) of [**C-tolyl]-pyraclostrobin;

« Rats (four per sex and labelling site) given a single high dose of either [**C-tolyl]- or
[**C-chlorophenyl]- pyraclostrobin;

» Four male and four female treated with oral doses of 50 mg/kg bw of unlabelled test
material. for 14 consecutive days followed be a single low dose of [YC-tolyl]-
pyraclostrobin;

» Bilefistulated male and female rats receiving either alow (5 mg/kg bw) or high dose (50
mg/kg bw) of [*C-tolyl]- pyraclostrobin.

Furthermore, additional Wistar rats were orally dosed with [**C]-pyraclostrobin as part of the
metabolism study. Table B.6.1.4 summarizes the dosing and sampling regimen during the in-
life phase. The test material was labelled either in the tolyl- or in the chlorophenyl ring,
respectively, and solubilized in 1% carboxymethylcellul ose suspension in water containing ca.
10% Cremophor EL.

Ten male and ten female rats were treated at a nominal dose level of 50 mg/kg bw for
isolation and identification of metabolites from urine and faeces (groups A and B). Excreta
were collected once daily until 96 h after dosing.

Another four rats per sex and labelling site were administered single oral doses of 5 (groups C
and D) or 50 mg pyraclostrobin/kg bw (groups E and F) for subsequent analysis of metabolite
pattern in plasma, liver and kidneys. Animals were killed and blood and organs removed at 8
hours after dosing, i.e. at or near a presumed peak plasmalevel.
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TableB.6.1-4: Summary of dose groups and analysed samples

Dose group A |B |E [F

Nomina dose level 50 mg/kg bw

¥C-label Tolyl Chlorophenyl Tolyl Chlorophenyl

Samples analysed Urine, faeces Urine, faeces P_Iasma, liver, P.Iasma’ liver,
kidneys kidneys

Dose group C D

Nominal dose level 5 mg/kg bw

C-label Tolyl Chlorophenyl
Plasma, liver, Plasma, liver,

Samples analysed kidneys kidneys

After extraction, patterns of radioactive metabolitesin excreta (urine, faeces, bile), plasma and
tissues were analysed chromatographically. Relevant metabolites were identified by HPLC,
MS anaysis (LC-MS and GC-MS) and in some cases (whenever sufficient quantities were
available) by 'H-NMR analysis of isolated fractions.

Findings:

The amount of radioactivity excreted in urine and faeces (recovery) during the in-life phase of
this metabolis study was similar to the findings of the biokinetic study (Leibold et al., 1999).
Comparison of samples generated in this study with those obtained from the biokinetic study
showed that metabolite patterns were essentially the same.

After oral doses of [tolyl-**C]-pyraclostrobin to male and female rats, several metabolites
were detected in urine. They were al equivalent to between 0.15 and 2.75% of dose and there
was no major metabolite in urine. Out of the eleven metabolites identified in urine eight were
cleaved and eight were demethoxylated. Five were present as glucuronides, two as sulphates
and four were not conjugated. No parent compound was present.

In faeces, all metabolites were demethoxylated. Little parent compound was detected which
could not be separated from the demethoxylated product 500M07 (together 3 - 6% dose). The
main metabolite in faeces was pyrazole hydroxylated 500M 08 which accounted for 31 - 48%
of the dose. Further metabolites in faeces were 500M44 (1.4 - 2.2% of dose), a double
hydroxylated product and 500M45 (3.3 - 6.8% of dose), a hydroxylated product. No phase |1
metabolite was detected in faeces.

Metabolite patterns in bile showed no unchanged parent compound but 13 metabolites out of
which 8 were glucuronides. The main metabolite in the bile was 500M46 which is a pyrazole
hydroxylated and glucuronidated product (19.8 - 25.6% of dose).

After oral doses of [chlorophenyl-**C]-pyraclostrobin to male and female rats, 8 metabolites
were detected in urine. They were all equivalent to between 0.59 and 3.7% of the dose and
could not be clearly separated from each other. Three metabolites were cleaved and consisted
of the chlorophenylpyrazole moiety. Overall, four metabolites were glucuronidated, one
sulphated and three not conjugated.

Faeces extracts showed a very similar pattern as in the other label. Besides 500M08
(43.8 - 54.8% of dose), 500M44 (1.8 - 2.9% of dose), 500M45 (ca. 4.1% of dose), 500M07
and parent (together ca. 5.6% of dose) the extracts contained 500M 21 as a minor metabolite.
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After dosing of both labelled forms, acetonitrile extracts of plasma removed close to the
maximum **C-level in plasma, three glucuronides, namely 500M 15, 500M06 and 500M46 as
well as unchanged parent.

Extracts of livers showed 500M06 and 500M46 besides unchanged parent compound which
was the main constituent.

Extracts of kidneys revealed only unchanged parent compound.

The overal picture is that pyraclostrobin was metabolised by N-demethoxlyation, various
hydroxylations, cleavage of the ether bond and further oxidation of the two resulting molecule
parts. Combinations of these reactions and the conjugation of the resulting OH-groups with
glucuronic acid or sulphate led to the large number of observed metabolites. A summary of
the identified metabolites in urine, faeces, and bile can be found in[Table B.6.1-5 and B.6.1-6.
The corresponding structures are depicted in Table B.6.1.7.

TableB.6.1-5: Identified metabolites in urine, faeces and bile after single high dose
administration of [tolyl-*C]-pyraclostrobin (total excretion in % of
dose)

M aterial Urine Faeces Bile
(0-48 h) (0-72h) (0-36 h)

M etabolite identity male female Male female male female

500M 00/500M 07 5.77 3.13

500M 06/500M 18/500M 19 1.06 0.96

500M 06/500M 31/500M 32 2.61 2.38

500M 08 31.39 47.87

500M 15 1.95 1.23

500M 22/500M 23 0.77 0.79

500M 24 1.06 1.16

500M22 2.39 1.05

500M 25/500M 26 0.75 0.21

500M29 0.72 0.48

500M 30 2.41 2.52

500M33 0.28

500M 34 0.90 -

500M35 1.26 -

500M 37/500M 38/500M 39 0.84 -

500M40/500M 48 0.13 0.31

500M44 1.44 2.19

500M 45 3.34 6.83

500M 46 19.84 25.55

500M51 0.35 0.44
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Table B.6.1-6: Identified metabolites in urine, bile and faeces after single high dose
administration of [chlorophenyl-**C]-pyraclostrobin (total excretion
in % of dose)

M aterial Urine Faeces
(0-48 h) (0-72h)

M etabolite identity male female male female

500M 00/500M 07 5.66 5.69

500M 03/500M 05 3.70 1.17

500M 04/500M 52 112 1.22

500M 06/500M 08/

500M 13/500M 18 0.83 0.59

500M 08 43.82 54.76

500M21 0.54

500M44 2.91 1.82

500M45 417 4.09

TableB.6.1-7: Structures of identified metabolites in rat urine, bile, feaces, plasma,
liver, and kidney

M etabolite code Structure
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M etabolite code

Structure
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M etabolite code Structure
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M etabolite code

Structure
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M etabolite code

Structure
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FigureB.6.1-2: Metabolic pathway of pyraclostrobin in rats
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Conclusion:

After oral administration to male and female rats, the systemically available portion of
pyraclostrobin was rapidly and intensively metabolised to alarge number of biotransformation
products. N-demethoxylation was the quantitatively most important pathway. Phase |
biotransformation is further characterised by various hydroxylations, cleavage of the ether
bond and further oxidation of the two resulting molecule parts. Combinations of these
reactions and the conjugation of the resulting OH-groups with glucuronic acid or sulphate led
to the large number of observed metabolites. No major differences were observed with regard
to sex and dose level.

B.6.2 Acutetoxicity including irritancy and skin sensitisation (Annex [1A
5.2)

In rats, pyraclostrobin is characterized by a low acute oral toxicity. No mortality occurred up
to the highest dose of 5000 mg/kg bw although some signs of intoxication were observed.

In mice, in contrast, there are indications of a higher acute oral toxicity coming from a
micronucleus test reported under section B.6.4.2.

The acute dermal toxicity appears also low. The LDs in rats was greater than 2000 mg/kg bw
with no signs of systemic toxicity occurring.

Clear toxic properties of the active ingredient were noted in the inhalation study including
severe symptoms of systemic poisoning and deaths. Classification and labelling (T, R23) is
considered necessary, therefore. This requirement is also supported by the toxicity observed in
an inhalation study with the formulation (see B.6.11).

As mentioned by the notifier, the difference between the results of the oral and inhalation
studies might be based on two factors:

Systemic uptake during inhalation may be more extensive and more rapid than absorption
from the GIT after oral administration which was estimated to account for nearly 50% only
(see B.6.1). Thus, higher peak plasma levels could be reached after inhaation possibly
resulting in the induction of toxic effects not occurring after oral dosing. This factor might
have actually contributed to the high inhalative toxicity but, with regard to the whole
toxicological profile of pyraclostrobin, is not considered sufficient for explanation. It appears
much more likely that the obviously lower toxicity of the orally ingested compound is dueto a
first-pass effect in the liver where pyraclostrobin is rapidly and quantitatively metabolized. It
can be assumed that this extensive biotransformation results in significant detoxification
which islacking after inhalation.

Nonetheless, the actua acute inhalative risk of the test substance is rather low. The active
ingredient is aviscous fluid for which inhalation exposure is very unlikely. Its vapour pressure
has been determined to be 2.6 x 10™° hPa, i.e. negligibly low. In the inhalation study,
pyraclostrobin had to be dissolved in acetone in order to make an inhalable preparation. For
these reasons, the notifier in its dossier stated that classification and labelling were not
warranted. However, since this decision must be based on the inherent toxic properties of a
chemical, the abovementioned classification is proposed by the Rapporteur. This proposal is
in line with the current EU regulation practice.

The compound produced mild skin irritation and should be labelled accordingly (Xi, R38).
Pyraclostrobin was not irritant to the eyes. It was not a skin sensitiser in the Maximisation test.
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The results of the acute toxicity studies with pyraclostrobin are summarised in Table 6.2-1.

TableB.6.2-1: Acute toxicity of pyraclostrobin
Species/dose
Study type level(s)/test Comments Results
conditions
. ) No mortalities, signs of
Acute ora toxicity Wistar rat, 2000 and toxicity disappearing within a | LDsy> 5000 mg/kg bw
5000 mg/kg bw
few days
Acute dermal Wistar rat; 2000 No mortality, no convincing
toxicity mg/kg bw signs of systemic toxicity L Dso > 2000 mg/kg bw
Widtar rat; 0.31, 0 .
1.07 and 5.3 mg/| é(;f)n/:gr/n].ortallty a 1.07 and LCs = 0.69 mg/l air (calculation
Acute inhalation air, ' ' made by the Rapporteur);

toxicity

(4 h), test substance
preparation (aerosol)
in acetone

no mortality at 0.31 mg/l but
clinical signs disappearing
within 7 days

Toxic by inhalation (T, R 23)

Mild erythema and edema.

N New Zealand White | Test substance could not be _— .
Dermal irritation rabbit fully removed after exposure Irritating (Xi, R38)
period
: . . Slightly irritating, classification
Eyeirritation Nevv_ZeaIand White S||ght to_merr_ate_revers ble and labelling according to EU rules
rabbit conjunctival irritation

not necessary
Skin sensitisation Pirbright White N : _
(Maximisation test) | guinea pig Dermal irritation confirmed | Not sensitising

B.6.21 Oral

Report:

Test Material:

Test Animals:

GLP;
Test Method:
Deviations:

Acceptability:

Wiemann, C. and Hellwig, J. (1998d): Study on the acute oral toxicity
of BAS500 Finrats.
BASF AG, Ludwigshafen/Rhein, Germany; BA SF RegDoc#
1998/10965, unpublished.

Pyraclostrobin; batch No. CP 025 394; purity: 98.5%.

Y oung adult Wistar rats [strain: Chbb-THOM (SPF); source: Dr. Karl
Thomae, Biberach a.d. Riss, Germany].

Yes.

OECD 401, EEC 92/69, EPA/FIFRA 81-1.

None (OECD 401 considered).

The study is considered to be acceptable.

Material and Methods:
Dose levels of 2000 and 5000 mg/kg bw of a test substance preparation in 0.5% agueous
Tylose were singly administered by gavage to five male and five female fasted Wistar rats per
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dose group, respectively. The application volume was 10 and 20 ml/kg bw. The observation
period lasted for up to 15 days.

Findings:

The stability of the test substance over the study period was proven. The stability of the test
substance in the vehicle, the correctness of the concentrations and the homogeneity were
analytically confirmed.

There was no mortality neither in male rats nor in females.

Signs of toxicity noted at 2000 and 5000 mg/kg bw included impaired or poor genera state,
dyspnoea, apathy, staggering, piloerection and diarrhoea in males and females. Smeared fur
was observed in a single male of the 5000 mg/kg bw group. All male and female rats were
affected by at least some symptoms. There was no clear difference between the dosages with
regard to severity of toxic signs. Usualy, onset of symptoms was more rapid following
administration of the upper dose but all signs disappeared within a few hours already. In
contrast, symptoms lasted longer in most animals receiving the low dose. All animals
appeared normal within six days after application.

Body weight development was not affected. There were no macroscopic pathological findings
at the end of the observation period.

Conclusion:
The oral LDsp was found to be > 5000 mg/kg bw for male and female rats. Apparent toxicity
was noted in both sexes at the low and high dose levels disappearing within afew days.

B.6.2.2 Percutaneous

Report: Wiemann, C. and Hellwig, J. (1998e): Study on the acute dermal
toxicity of BAS 500 Finrats.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1998/10966, unpublished.

Test Material: Pyraclostrobin; batch No. CP 026063; purity: 98.2%.

Test Animals: Y oung adult Wistar rats [strain: Chbb-THOM (SPF); source: Dr. Karl
Thomae, Biberach a.d. Riss, Germany].

GLP: Yes.

Test Method: OECD 402, EEC 92/69, EPA/FIFRA 81-2.

Deviations: None (OECD 402 considered).

Acceptability: The study is considered to be acceptable.
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Material and Methods:

The test material dissolved in 0.5% aqueous Tylose preparation was applied dermally to five
male and five female Wistar rats for 24 hours under semiocclusive dressing at a dose level of
2000 mg/kg bw. The application area was about 50 cm?.

Findings:
The stability of the test substance over the study period was proven. The stability of the test
substance in the vehicle and its homogeneity was confirmed by analysis.

No mortality occurred during the 14-day post-application observation period and no clinical
symptoms were noted. Body weight development appeared to be normal in male rats. In
female animals, however, no body weight gain was seen during the first seven days following
application and only a small increase in body weight was noted during the second 7-day
period thereafter. However, taking into consideration the rather low oral absorption rate (see
chapter B.6.1) and the lacking effect on body weight in the acute oral study described above,
this finding is rather considered an unspecific reaction to dermal application than a sign of
systemic toxicity of the test substance.

One day after application, very slight to well defined erythema, mechanical skin lesion due to
adhesive test substance and rests of test substance were observed in al animals.

No pathological findings were detected in the animals at necropsy.

Conclusion:

The dermal LDsp was found > 2000 mg/kg bw for male and female animals. Only slight local
signs were observed. Possible systemic effects were confined to rather equivocal effects on
body weight gainin female rats.

B.6.2.3 Inhalation

Report: Gamer, A. O. and Hoffmann, H. D. (1997): BAS 500 F - Acute
inhalation toxicity study in Wistar rats. 4-hour liquid aerosol exposure.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1997/11472, unpublished.

Test Material: Pyraclostrobin; batch No. CP 026063; purity: 98.2%.

Test Animals: Y oung adult Wistar rats [strain: Chbb-THOM (SPF); source: Dr. Karl
Thomae, Biberach a.d. Riss, Germany].

GLP: Yes.

Test Method: OECD 403, EPA/FIFRA 81-3, EPA/TSCA 798.1150, EEC 92/69,
EEC 93/21.

Deviations: No significant deviations (OECD 403 considered). Minor deviation:

Humidity of air was rather low, in particular in the low dose group.
Thiswas probably due to the need to use compressed air for aerosol
generation. Because of the relative short exposure time, this deviation
is considered not to have affected the validity of the study.
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Acceptability: The study is considered to be acceptable.

Material and Methods:

Five male and five female Wistar rats per dose level were exposed to a liquid aerosol of the
test material for four hours in a head/nose inhaation system at mean (analytical)
concentrations of 0.31, 1.07 and 5.3 mg/l. Exposure of the mid and high dose animals was
much shorter because all the animals died. The post-treatment observation time was 14 days.
To make a preparation to which the animals could be exposed, the test substance had to be
dissolved in acetone. The control group was exposed to acetone alone.

Findings:

Pyraclostrobin was demonstrated to be stable when an aerosol had been generated from a
solution of the test substance in acetone. The homogenous distribution in the inhalation
system has been proven. The particle size distribution revealed a mass median aerodynamic
diameter (MMAD) of 1.0(low dose) — 2.9 um (high dose) with a geometric standard
deviation of 2.5 to 3.0 which iswell within the respirable range.

All animals exposed to 1.07 and 5.3 mg/I died during the exposure period. Most of these rats
were dead after half an hour of treatment and the last one had died after an exposure time of
75 minutes.

No mortalities occurred in the 0.31 mg/l group. In this low concentration group, clinical
examination reveaed irregular respiration, bloody nose discharge, piloerection and smeared
fur until day 7 p. a. In the mid and high dose level, lethargy and (in the high dose group only)
intermittent respiration were additionally noticed.

Body weight development in the low concentration animals was not adversely affected.
Necropsy of the mid (1.07 mg/l) concentration animals showed agonal congestive hyperemia.
No macroscopic pathologic findings were noted in animals exposed to the low concentration
examined at the end of the study and in the animals being killed by the high dose.

Conclusion:

Pyraclostrobin was of high acute toxicity when an aerosol generated from this test substance
was inhaled by rats. The inhalative LCsy was reported by the notifier to be > 0.31 and < 1.07
mg/l air (4 h) for males and females. The Rapporteur calculated an LCsy of 0.69 mg/l. Thus,
the test substance is considered toxic by inhalation and classification and labeling (R 23, T) is
required.

B.6.2.4 Skinirritation

Report: Wiemann, C. and Hellwig, J. (1998a): BAS 500 F - Acute dermal
irritation/corrosion in rabbits.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1998/10959, unpublished.

Test Material: Pyraclostrobin; batch No. CP 026063; purity: 98.2%.

Test Animals: White New Zealand rabbits. Y oung adult animals (SPF) were obtained
from the breeder Dr. Karl Thomae (Biberach a.d. Riss, Germany).
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GLP: Yes.
Test Method: EEC 92/69, OECD 404, EPA/FIFRA 81-5.
Deviations: No significant deviations (OECD 404 considered). It is stated in the

original report that the stability of the test substance over the study
period will be subject to reanalysis and reported in the form of an
addendum which is actually lacking. However, with regard to the
proven homogeneity of the substance and to the outcome of the study,
this formal data gap is considered not to alter the validity of the results
in any way.

Acceptability: The study is considered to be acceptable.

Material and Methods:

The undiluted test material (0.5 g) was applied dermally to the intact skin of three male and
three female White New Zealand rabbits for 4 hours on a 2.5 x 2.5 cm test patch under a
semiocclusive dressing. After the patches were removed, the treated area was rinsed with
Lutrol® (BASF AG) and Lutrol®/water (1:1). Skin readings were performed at 1, 24 and 48
hours and 7 and 15 days after removal of the patch.

Findings:
The stability of the test substance over the study period was anaytically confirmed.

Dermal findings are summarised in the following table:

TableB.6.2-2: Skin irritation values (scoresfor erythema/edema)

Animal Time after patch removal

Number ih | 24nh | 48h | 72h | 8d | 15d M ean
1 2/0 2/1 2/0 0/0 0/0 0/0 1.3/0.3
2 2/0 2/1 2/11 2/0 1/0 0/0 2.0/0.7
3 2/0 2/0 2/0 2/0 3/1 2/1 2.0/0.0
4 2/0 2/0 2/0 1/0 1/0 1/0 1.7/0.0
5 2/0 2/1 2/11 2/11 2/11 0/0 2.0/1.0
6 1/0 2/1 2/0 2/0 2/0 0/0 2.0/0.3

The average score (24 to 72 hours) for dermal irritation was calculated to be 1.8 for erythema
and 0.4 for edema. In most rabbits, erythema and occasionally also edema extended beyond
the area of exposure. Skin findings were not reversible within 15 daysin two animals.

The observed irritation might have been, at least partly, induced by the adhesion of the test
substance to the skin preventing its complete removal after the exposure period. Therefore,
also mechanical irritation may have occurred.

Conclusion:
Pyraclostrobin was irritant to the skin in this study. Classification and labelling (Xi, R 38) is
proposed.
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B.6.25 Eyeirritation

Report: Wiemann, C. and Hellwig, J. (1998b): BAS 500 F - Acute eye
irritation in rabbits.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1998/10963, unpublished.

Test Material: Pyraclostrobin; batch No. CP 026063; purity: 98.2%.

Test Animals: White New Zealand rabbits. Y oung adult animals (SPF) were obtained
from the breeder Dr. Karl Thomae (Biberach a.d. Riss, Germany).

GLP: Yes.

Test Method: EEC 92/69, OECD 405, EPA/FIFRA 81-4.

Deviations: No significant deviations (OECD 405 considered). It is stated in the

original report that the stability of the test substance over the study
period will be subject to reanaysis and reported in the form of an
addendum which is actually lacking. However, with regard to the
proven homogeneity of the substance and to the outcome of the study,
this formal data gap is considered not to alter the validity of the results
in any way.

Acceptability: The study is considered to be acceptable.

Material and Methods:

The undiluted test substance was applied once to the conjunctival sac of the right eyelid of one
male and five female White New Zealand rabbits. The application volume was about 0.1 ml
corresponding to about 33 mg Pyraclostrobin. The test substance was washed out with tap
water 24 hours after the application. Readings of the eyes were carried out at 1 hour and 1, 2,
3 and 8 days after the application of the test material. Since no signs of eye irritation were
noted at last reading, the experiment was terminated.

Findings:
The stability of the test substance over the study period was anaytically confirmed.

Mild eye irritation was observed. The findings (readings after 24, 48 and 72 hours, combined)
are summarised in the following table:
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TableB.6.2-3: Eyeirritation; mean readings and symptoms

Conjunctiva

Animal No. Opacity Iris Redness | Swelling Symptoms
1 0.0 0.0 1.3 1.0 Lossof hair at
2 0.0 0.0 2.0 1.0 margins of eyelids
3 0.0 0.0 2.0 0.3 inal animals
4 0.0 0.0 2.0 0.3
5 0.0 0.0 13 0.7
6 0.0 0.0 13 0.3
Mean 0.0 0.0 17 0.6

These findings were reversible within 8 days after application.

Conclusion:

Signs of eye irritating properties of pyraclostrobin were confined to minor conjunctival effects
which were not seen after some days any more. Thus, according to EU rules and evaluation
practice, classification and labelling for dight reversible eye irritation is not necessary.

B.6.2.6 Skin sensitisation

Report: Wiemann, C. and Hellwig, J. (1998c): BAS 500 F - Maximization test
in guinea pigs. BASF AG, Ludwigshafen/Rhein, Germany; BASF
RegDoc# 1998/10964, unpublished.

Test Material: Pyraclostrobin; batch No. CP 029053; purity: 99.0%.
Test Animals: Pirbright White (Dunkin-Hartley) guinea pigs. Y oung adult SPF

animals (strain Crl:(HA)BR) were obtained from Charles River GmbH
—WIGA, Kisslegg, Germany.

GLP: Yes.

Test Method: OECD 406, EEC 96/54.

Deviations: None (OECD 406 considered).
Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was tested for its skin sensitising effect in Pirbright White (Dunkin-Hartley)
guinea pigs using the Maximisation test based on the method of Magnusson and Kligman.
Twenty female animals were used in the test group and ten female animals in each of two
control groups.

Pretest

Because even a 5% test substance preparation in 1% Tylose CB 30,000 in aqua bidest. caused
discrete to moderate erythema, the 5% test substance preparation was chosen for the
percutaneous induction. A 5% test substance preparation in 1% Tylose CB 30,000 / aqua
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bidest. or in Freund's adjuvant / 0.9% NaCl-solution (1:1) was also used for injection. This
test substance concentration did not cause systemic toxicity and local reactions were confined
to swelling.

Two 24-hour percutaneous occlusive applications within 96 hours were performed. The
minimum irritant concentration was found to be a 2% test substance preparation in 1% Tylose
CB 30,000 in agua bidest. The maximum non-irritant concentration was found to be a 1% test
substance preparation in 1% Tylose CB 30,000 in agua bidest. This concentration was
considered suitable for challenge application.

Main study

For the main study - performed after the OECD guideline - the following concentrations were
selected on the basis of the pretest results:

Intradermal induction Test substance 5% in 1% Tylose CB 30,000 / agua bidest. or in
Freund's adjuvant / 0.9% agqueous NaCl-solution (1:1)

Percutaneous induction Test substance 5% in 1% Tylose CB 30,000 / agua bidest.

1st challenge Test substance 1% in 1% Tylose CB 30,000 / agua bidest.

2nd challenge Test substance 1% in 1% Tylose CB 30,000 / agua bidest.

A positive control group was not included. However, quality checks of the test procedure
using Alpha-Hexylcimmanaldehyde technical 85% as a positive control substance are
conducted twice ayear in the laboratory.

Findings:

The stability of the test substance over the study period and in the vehicle was confirmed.
Following both intraderma and percutaneous induction, skin irritation was observed in all
treated animals. Treatment with vehicle alone caused no dermal irritation. No skin findings
occurred after the first and second challenges.

Conclusion:
Pyraclostrobin has no sensitising potentia to the skin of the guinea pig in the Maximization
Test. The skin irritating potential of this compound was confirmed once more.

B.6.3 Short-term toxicity (Annex 1A 5.3)

The oral short-term toxicity of pyraclostrobin was investigated in dietary 3-month studies in
rats, mice, and dogs. Additionally, a 4-week study in rats and a 1-year dog study were
performed. The short-term dermal toxicity was examined in a 28-day study in rats. The results
of these studies are summarized in Table B.6.3-1.

The signs of toxicity, as observed in the three species tested, were comparable. The critical
clinical effects were reduction of body weight and body weight gain in all three species. In
dogs, vomitus and diarrhoea occurred additionally. The target organ in all three species was
the duodenum, showing mucosal hypertrophy, which was characterised by an increased ratio
of cytoplasm to the nuclei in the villi, and by hyperplastic changes in the epithelia cells.

These substance-related effects were associated with changes of severa clinical-chemical
parameters. The typical findings included a decrease of protein, glucose and triglycerides.
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These effects might be associated with diminished vacuolization of hepatocytes as observed
histologically.

The increase in serum urea values in mice might be indicative of increased protein catabolism
or a dlightly impaired renal function. The histopathological examination of the kidneys has
shown diminished vacuolisation of proximal tubular epithelial cells.

In all three species investigated, hematological changes with correlating compensatory
reactions were observed which were considered indicative of toxic effects on red blood cells.
Platelet counts were increased in mice and dogs. Concerning white blood cell parameters, rats
demonstrated an increase in white blood cells. In mice, adverse effects on white blood cells as
well on lymphatic organs (thymus, mesenteric lymph modes) and the adrenals (decreased
vacuolisation of cortical cells) were observed.

Only in the rat liver, an increase of liver cell hypertrophy occurred at high doses. The
reduction in liver enzyme activity (alanine aminotransferase, alkaline phosphatase) in both
sexesis considered to be of equivocal toxicologica significance.

In a 4-week dermal toxicity study in rats, no substance related systemic toxicity was detected
up to the highest dose tested (250 mg/kg bw/d).

For rats, a short-term NOAEL of 150 ppm (10.7 mg/kg bw/d) has been established. For dogs,
the short-term NOAEL is 200 ppm, equivalent to about 6 mg/kg bw/d, based on the 3-month
and 1-year feeding study in this species.

For male mice, the NOAEL in the 3-month study was lower than 50 ppm (9.2 mg/kg bw/d).
Taking into consideration all available data for this species, a NOAEL of 30 ppm (ca 4 mg/kg
bw/d) can be established for male mice based on the body weight data after 91 days from the
carcinogenicity study. For females, the no observed adverse effect level was 50 ppm (12.9
mg/kg bw/d).

Overall, the lowest relevant NOAEL for short-term oral toxicity is 4 mg/kg bw/d, based on the
body weight data after 91 days from the carcinogenicity study in mice.

Because of the high acute inhalation toxicity of the compound (see B.6.2.3), the possible need
for a subchronic inhalation study could be discussed. However, since the risk for inhalative
exposure is considered negligible due to physical properties of the test substance, it is not
necessary to require such a study.
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TableB.6.3-1: Summary of short-term toxicity studies
Study type/ species/ dose NOAEL -
levels (mg/kg bw/d) LOAEL / Critical effects
4-week feeding 9/9.6 m/f 500 ppm:
Wistar rat [ 10(') ] Effects on body weight, red blood cells, duodenum
0, 20, 100, 500, 1500 ppm PP and liver.
4-week dermal . 250 mg/kg bw/d: No systemic toxicity.
Wistar rat >250 (systemic) 40 mg/kg bw/d: Signs of local irritation
0, 40, 100, 250 mg/kg bw/d g bwit: 319 :
. 500 ppm:
B—month feeding Reduced body weight and food consumption,
Wistar rat 10.7/12.6 m/f e : )
effects on clinical-chemical parameters, liver
0, 50, 150, 500, 1000, [150 ppm]
hypertrophy, and mucosal hypertrophy of the
1500 ppm d
uodenum.
50 ppm:
i . <9.2/12.9 m/f Reduced body weight (gain) and increased urea
3-month feeding [<50/50 ppm nvf] valuesin males.
B6C3F1 mouse ; .
0.50. 150 500. 1000 At higher dose levels, adverse effectsin the
1;_)00’ m, ' ' (ca. 4; m[30 ppm], gastrointestinal tract, on red blood cells, on white
PP carcinogenicity study) | blood cells and lymphatic organs, as well ason
adrenals, liver and kidney.
. . 450 ppm:
g molnetzgeed'”g 5.8/6.2 m/f Body weight lossin females, vomitus, diarrhoea,
oezlago 208 450 bomm [200 ppm] clinical-chemical and hematological changesin
' ' ' PP females, hypertrophy of the duodenal mucosa.
400 ppm:
12- month feeding 5.4/5.4 mif Reduced body weight and food consumption
Beagle dog ['200' ] (females); vomitus, diarrhoea; hemoglobin and
0, 100, 200, 400 ppm PP hematocrit decreased (females); increase of white
blood cells and platelets (males).

B.6.3.1 Rat

B.6.3.1.1 Rat oral 28-day study

Méellert, W.; Deckardt, K.; Gembardt, Ch. and Hildebrand, B. 1999(f):

BAS 500 F - Repeated dose oral toxicity study in Wistar rats.

BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#

Pyraclostrobin; batch No. 27882/37/a; purity: 94%; and batch No.

Wistar rats [Chbb: THOM (SPF), supplied by Dr. Karl Thomae GmbH,

Report:
Administration in the diet for 4 weeks.
1999/11870, unpublished.
Test Material:
27655/160; purity: 99%.
Test Animals:
Biberach/Riss, FRG].
GLP: Yes.
Test Method: OECD 407, EEC 92/69.
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Deviations: None (OECD 407 considered).
Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was administered to groups of 5male and 5female Wistar rats at dietary
concentrations of 0, 20, 100, 500 and 1500 ppm for 4 weeks.

Food consumption and body weight were determined weekly. The state of health was checked
each day. During the weekly weighing, the animals were subjected to an additional
comprehensive clinical examination. Clinical-chemical and hematological examinations and
urinalysis were carried out towards the end of the administration period. The animals were
subjected to gross-pathological assessment, followed by histopathol ogical examinations.

Statistical analysis of the results was based on the Fisher’s exact test, the Kruskal-Wallis test
(two-sided), the Mann-Whitney U-test (two-sided) and the Wilcoxon test.

Findings:
The stability and homogeneous distribution of the test substance in the diet were confirmed by
analysis. The correctness of the concentrations was analytically demonstrated.

TableB.6.3-2: Rat oral 28-day study: Test substanceintake

Dietary dose level (ppm) Test substance intake (mg/kg bw/d)
Males Females
20 18 2.0
100 9.0 9.6
500 42.3 46.6
1500 120 126

The clinical, clinical-chemical, hematological, and organ weight findings, which are
considered to be test substance related effects are listed in the following tables:

TableB.6.3-3: Rat oral 28-day study: Clinical findings

Parameter Sex Dietary dose level (ppm)
0 20 100 500 1500
Body weight (g) m 328.8 3375 336.5 3131 279.7%*
f 208.2 209.8 209.1 203.8 191.2
Body weight change (g) m 144.7 153.1 150.8 124.9 97.8**
f 65.2 67.0 66.3 62.0 53.0
Food consumption m 24.3 24.4 245 215 20.1**
(g/animal/day) f 17.8 17.9 17.5 16.8 15.0**

Kruskal-Wallis + Mann-Whitney U-test *p<0.05; **p<0.02

Body weight, body weight gain and food consumption were marginally affected at 500 ppm
and were statistically significantly reduced at 1500 ppm.
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Table B.6.3-4: Rat oral 28-day study: Hematological and clinical-chemical findings
Par ameter Sex Dietary dose level (ppm)
0 20 100 500 1500
Red blood cells (T/I) m 8.47 8.12 8.14 8.23 8.22
f 8.12 7.88 8.11 7.59** 7.35%*
Hemoglobin (mmol/l) m 9.6 9.4 9.6 9.3 8.9

f 9.5 9.3 94 8.8** 8.8**
Prothrombin time (s) m 28.0 28.2 26.9 28.9** 30.2**
f 24.9 24.6 24.7 25.7 27.8*
Glucose (mmol/l) m 8.19 8.50 8.27 7.45 7.33
f 8.50 8.47 7.78 7.89 6.67**

Kruskal-Wallis + Mann-Whitney U-test *p<0.05; **p<0.02

In females only, areduction of serum cholinesterase activity was observed at 1500 ppm (57%)
and at 500 ppm (18%). In the absence of any effect on erythrocyte and brain cholinesterase
and in the absence of any effect in males, thisfinding is of uncertain toxicological significance

but might be indicative of areduced cholinesterase synthesisin the liver.

TableB.6.3-5: Rat oral 28-day study: Relative organ weight findings
Parameter Sex Dietary dose level (ppm)
0 20 100 500 1500
Liver (% of bw) m 351 3.28 3.32 3.48 4,05+
f 3.45 3.40 3.34 3.43 4.36%*
Spleen (% of bw) m 0.21 0.25 0.24 0.28 0.35%
f 0.25 0.24 0.28 0.33* 0.37**

Kruskal-Wallis + Mann-Whitney U-test *p<0.05; **p<0.02

Histopathol ogy revealed the following findings:

* Mucosal hyperplasiain the duodenum at 1500 and 500 ppm.

* Hepatocellular hypertrophy in 4 males and 1 female at 1500 ppm.
» Diminished hepatocellular fat storage at 1500 and 500 ppm.
* Increased extramedullary hematopoiesisin the spleen at 1500 and 500 ppm.

Conclusion:

The no observed adverse effect level (NOAEL) in this 4-week ora rat study was 100 ppm
(9 mg/kg bw/d in males and 9.6 mg/kg bw/d in females), based on effects on body weight, red
blood cells, duodenum, liver and spleen at 500 ppm and above.

B.6.3.1.2 Rat oral 90-day study

Report:

Mellert, W.; Deckardt, K.; Bahnemann, R. and Hildebrand, B. 1999
a:

BAS 500 F - Subchronic oral toxicity study in Wistar rats.
Administration in the diet for 3 months.

BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/10195, unpublished.

Méllert, W.; Bahnemann, R. and Hildebrand, B. 1999(h):
Amendment No. 1 to the report: BAS 500 F- Subchronic oral toxicity
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study in Wistar rats.

Administration in the diet for 3 months.

BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11899, unpublished.

Test Material: Pyraclostrobin; batch No. CP 025394; purity: 98.5%.

Test Animals: Wistar rats [Chbb: THOM (SPF), supplied by Dr. Karl Thomae GmbH,
Biberach/Riss, FRG].

GLP: Yes.

Test Method: EEC 87/302, OECD 408, EPA 82-1, Japan/MAFF.

Deviations: None (OECD 408 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was administered to groups of 10 male and 10 female Wistar rats at dietary
concentrations of 0, 50, 150, 500, 1000 and 1500 ppm for 3 months.

Food consumption and body weight were determined each week. The animals were examined
for signs of toxicity or mortality at least once a day; moreover, comprehensive clinical
examinations and pal pations of the animals were performed once a week.

Ophthamological examinations were carried out prior to the start and towards the end of
dosing. Urinalysis, clinical-chemical and hematological examinations were carried out at the
end of the administration period. All animals were subjected to gross-pathological assessment,
followed by histopathological examinations.

Statistical analysis of the results was based on the Dunnett’s test (two-sided), the F-test
(ANOVA) (two-sided), the Fisher’s exact test, the Kruskal-Wallis test (two-sided), the Mann-
Whitney U-test (two-sided) and the Wilcoxon test.

Findings:
The stability and homogeneous distribution of the test substance in the diet were confirmed by
analysis. The correctness of the concentrations was analytically demonstrated.

Table B.6.3-6: Rat 90-day study: Test substance intake

Dietary dose level (ppm) Test substance intake (mg/kg bw/d)
Males Females
50 35 4.2
150 10.7 12.6
500 35 41
1000 69 80
1500 106 119

The clinical, clinical-chemical, hematological and organ weight findings which are considered
to be test substance related adverse effects are listed in the following tables:



- 100 -

Pyraclostrobin — Annex B.6: Toxicology and metabolism 01 August 2001
TableB.6.3-7: Rat 90-day study: Clinical findings
Parameter Sex Dietary dose level (ppm)
0 50 150 500 1000 1500
Body weight (g) m 465 470 452 432* 392 ** 344**
f 248 261 254 242 235 226 *
Food consumption m 22.6 225 224 20.7** 19.4** 18.1**
(g/animal/day) f 16.1 16.8 16.8 15.7 15.5 14.9
Anova + Dunnett’ s test *p<0.05; **p<0.01
Table B.6.3-8: Rat 90-day study: Hematological findings
Parameter Sex Dietary dose level (ppm)
0 50 150 500 1000 1500
White blood cells (G/l) m 841 8.97 8.05 8.92 8.93 9.59
f 3.90 4.22 4.85 4.69 6.65*** 6.55**
Red blood cells (T/I) m 8.53 853 8.79 8.59 8.36 8.22
f 7.95 7.91 7.95 7.70 7.36*** 7.10%**
Hemoglobin (mmol/l) m 9.7 9.5 9.8 9.7 9.5 94
f 9.2 9.3 9.3 9.3 8.7** 8.6%**
Reticulocytes (%o) m 17 17 16 19 24** 33F**
f 14 17 14 13 15 23***
Prothrombin time (s) m 26.0 26.5 26.4 27.1 28.9%** 20.4%**
f 25.6 24.7 25.5 26.1 27.5%** 26.3
Kruskal-Wallis + Mann-Whitney U-test *p<0.05; **p<0.02;***p<0.002
Table B.6.3-9: Rat 90-day study: Clinical-chemical findings
Parameter Sex Dietary dose level (ppm)
0 50 150 500 1000 1500
Total bilirubin (umol/1) m 1.69 1.70 1.76 2.20 2.67%** 3.29%**
f 2.17 1.93 1.94 1.93 2.69 2.94**
Alanine aminotransferase | m 1.05 1.03 0.91 0.73*** 0.68%** 0.79%**
(pkat/l) f 0.98 0.77** 0.89 0.78* 0.65%** 0.71**
Alkaline phosphatase m 5.55 5.65 5.94 5.29 4.28** 4.34**
(pkat/!) f 4.45 4.06 4.38 3.82%* 3.83 3.55%**
Triglycerides (mmol/l) m 3.83 3.57 4.43 2.89 1.92%* 1.51%**
f 1.61 2.61 2.34 2.16 1.53 2.13
Cholesterol (mmol/l) m 2.26 2.16 194 1.84* 1.67%** 1.60***
f 1.83 2.10 1.82 1.82 1.72 1.79

Kruskal-Wallis + Mann-Whitney U-test *p<0.05; **p<0.02;***p<0.002

Corresponding to the results of the 28-day rat study, in this 90-day study a reduction of serum
cholinesterase activity was observed in females at 1500 ppm (49%) and at 1000 ppm (40%).
In the absence of any effect on erythrocyte and brain cholinesterase and in the absence of any
effect in males, this finding is of uncertain toxicological significance but might be indicative
of areduced cholinesterase synthesisin the liver.
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TableB.6.3-10: Rat 90-day study: Relative organ weight findings

Parameter Sex Dietary dose level (ppm)
0 50 150 500 1000 1500
Liver (% of bw) m 341 3.13 311 3.22 3.33 3.74
f 2.94 3.01 3.01 3.09* 3.34** 3.93**
Spleen (% of bw) m 0.20 0.20 0.20 0.21 0.26** 0.32**
f 0.24 0.25 0.25 0.29* 0.34** 0.42**

Kruskal-Wallis + Wilcoxon-Test *p<0.05; **p<0.01

The absolute liver weight were significantly decreased in males at 500 ppm (-13%), 1000 ppm
(-18%) and 1500 ppm (-20%). In contrast, there was an increase in absolute liver weights in
females at the highest dose group (22%). The relative liver weights of females were increased
at 500 ppm and above. Hepatocellular hypertrophy was observed histologically in males and
females with incidences of 0/0/0/3/6/10 and 0/0/0/0/4, respectively. The toxicological
significance of the reductions in aanine aminotransferase and alkaline phosphatase activities
in both sexesis equivocal.

Histopathol ogy revealed the following findings:

* Increased incidences of extramedullary hematopoiesis, histiocytosis and distended
sinusoids in the spleen in both sexes at dose levels of 1500 and 1000 ppm.

* Mucosal hyperplasia in the duodenum in both sexes at 1500 ppm, and at 1000 and 500
ppm in males.

Conclusion:

The no observed adverse effect level (NOAEL) in this 3-month rat study was 150 ppm (10.7
mg/kg bw/d in males and 12.3 mg/kg bw/d in females), based on reduction of body weight
and food consumption, effects on clinical-chemical parameters, liver hypertrophy, and
mucosal hypertrophy in the duodenum at 500 ppm and above. At the two highest dose levels
(1000 and 1500 ppm), the oral administration of pyraclostrobin to female rats resulted
additionally in leucocytosis and effects on red blood cells with compensatory reactions.

B.6.3.1.3 Rat dermal 28-day study

Report: Méellert, W.; Deckardt, K.; Gembardt, Ch. and Hildebrand, B. 1999 (j):
BAS 500 F - Repeated dose dermal toxicity study in Wistar rats.
Administration for 4 weeks.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11458, unpublished.

Test Material: Pyraclostrobin; batch No. CP 029053; purity: 99%.

Test Animals: Wistar rats [Chbb: THOM (SPF), supplied by Boehringer Ingelheim
Pharma KG, FRG].

GLP: Yes.

Test Method: EEC 92/69, OECD 410, EPA/OPPTS 870.3200.

Deviations: None (OECD 410 considered).
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Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was administered to groups of 10 male and 10 female Wistar rats by dermal
route (6 hours/day; 5 days/week; semiocclusive dressing) for 4 weeks at doses of O (vehicle
control: 0.5% aqueous CM C solution), 40, 100 and 250 mg/kg bw/d.

Food consumption and body weight were determined weekly. The animals were examined for
signs of toxicity or mortality at least once a day. Additionally, clinical examinations were
carried out before daily treatment. Detailed clinical examinations in an open field were
conducted prior to the start of the administration period and weekly thereafter.
Ophthalmological examinations were carried out prior to the start and towards the end of
dosing. Urinalysis, clinical-chemical and hematological examinations were carried out at the
end of the administration period. All animals were subjected to gross-pathological assessment,
followed by histopathological examinations.

Statistical analysis of the results was based on the Dunnett’s test (two-sided), the F-test
(ANOVA, two-sided), the Fisher’s exact test, the Kruskal-Wallis test (two-sided), the Mann-
Whitney U-test (two-sided) and the Wilcoxon test.

Findings:

The stability of the test substance in the vehicle was verified. Homogeneity analysis of the
mixtures was performed prior to the start of the study, in the first week and at the end of the
administration period. The correctness of the concentrations was analytically demonstrated.

No signs of systemic toxicity were observed at any dose level.

Dose related signs of local irritation were observed at al dose levels in the area of the treated
skin:

High dose (250 mg/kg bw/d):

» Focal scale formation (1 male and 3 females), multifocal scale formation (2 males and
6 females), diffuse scale formation (1 male and 9 females) and/or dlight erythema (7
females).

* Epiderma thickening (all males and females) and hyperkeratosis (9 males and all
females).

Mid dose (100 mg/kg bw/d):
» Multifocal scale formation (1 female) and diffuse scale formation (2 females).

» Epiderma thickening (9 males and all females) and hyperkeratosis (5 maes and 4
females).

Low dose (40 mg/kg bw/d):
» Epidermal thickeningin 5 females.

Thus, pathology revedled treatment related lesions in the area of the treated skin, only.
Epidermal thickening was a consistent finding in al treated groups of female rats, showing
dose-response relationship with respect to the number of animals affected and with respect to
the graded severity of this finding. In males, epidermal thickening was noted in the control
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and low dose group at a low incidence, whereas in the mid and high dose groups, incidence
and graded severity were comparable to the females. Hyperkeratosis accompanied epidermal
thickening in the mid and the high dose groups.

The superficial location of the lesions in the epidermis, the only minimal or slight grades of
severity, the absence of necrotic cells within the epidermis and the absence of any
inflammatory reaction in epidermis and/or subcutis are indicative for a transient, reversible
alteration.

Conclusion:

After dermal administration of pyraclostrobin for 4 weeks to rats, the no observed adverse
effect level (NOAEL) for systemic toxicity for both sexes was 250 mg/kg bw/d, the highest
dose tested.

Signs of dermal irritation occurred in al treated animals, depending on dose level.

B.6.3.2 Mouse

B.6.3.21 Mouseoral 90-day study, mouse

Report: Méellert, W.; Deckardt, K.; Kittler, K. and Hildebrand, B. 1998:
BAS 500 F - Subchronic oral toxicity study in B6C3F1 Crl BR mice.
Administration in the diet for 3 months.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1998/11345, unpublished.

Méellert, W.; Kuttler, K. and Hildebrand, B. 1999(i):

Amendment No. 1 to the report: BAS 500 F- Subchronic oral toxicity
study in B6C3F1 Crl BR mice. Administration in the diet for 3
months.

BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11900, unpublished.

Test Material: Pyraclostrobin; batch No. CP 025394; purity: 98.5%.

Test Animals: B6C3F1 Crl BR mice (supplied by Charles River GmbH).

GLP: Yes.

Test Method: EEC 87/302, OECD 408, EPA 82-1, Japan/MAFF.

Deviations: Food efficiency data were not reliable because of food spilling in all

groups irrespective of the dose. Therefore, uncertainties in the
calculation of food intake and the test substance intake must be
assumed.

Acceptability: The study is considered to be acceptable.
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Material and Methods:

Pyraclostrobin was administered to groups of 10 male and 10 female B6C3F1 Crl BR mice at
concentrations of 0, 50, 150, 500, 1000 and 1500 ppm in the diet over a period of 3 months.
Food consumption and body weight were determined once a week. Water consumption was
checked daily. The animals were examined for signs of toxicity or mortality at least once a
day; moreover, comprehensive clinica examinations and palpation of the animals were
performed once aweek. Clinical-chemical and hematological examinations were carried out at
the end of the administration period. All animas were subjected to gross-pathological
assessment, followed by histopathological examination.

Statistical analysis of the results was based on the Dunnett’s test (two-sided), the F-test
(ANOVA) (two-sided), the Kruskal-Wallis test (two-sided), the Mann-Whitney U-test (two-
sided) and the Wilcoxon test.

Findings:
The stability and homogeneous distribution of the test substance in the diet were confirmed by
analysis. The correctness of the concentrations was analytically demonstrated.

TableB.6.3-11: Mouseoral 90-day study: Test substance intake
Dietary dose level (ppm) Test substance intake (mg/kg bw/d)
Males Females

50 9.2 12.9
150 30.4 404
500 119 162
1000 274 374
1500 476 635

No test substance related clinical signs or mortality occurred.

The clinical, clinical-chemical, hematological and organ weight findings which are considered
to be test substance related adverse effects are listed in the following tables:

TableB.6.3-12:  Mouse oral 90-day study: Clinical findings
Parameter Sex Dietary dose level (ppm)

0 50 150 500 1000 1500
Food consumption m 5.7 5.0 5.7 6.0 5.9 7.0
day 91 (g/animal/day) f 6.2 6.4 6.3 7.2 6.8 7.9
Body weight m 36.0 335 31.9** 29.0** 26.4** 23.8**
day 91 (q) f 26.5 26.2 25.8 23.4** 22.1** 20.0%*
Body weight change m 10.7 8.2* 7.2%* 4.2%* 2.1*%* -0.6%*
day 77 (q) f 7.3 6.2 5.6* 3.8** 2.3** 1.3**

Anova + Dunnett’ s test *p<0.05; **p<0.01

During the study there was spilling of food by mice in all groups, irrespective of the dose, and
therefore the food consumption values do not represent the exact food intake. But the estimate
of the food consumption has shown, that there were some statistically significantly increased
values for food intake in males and females at the two highest dose levels.

Body weight and body weight change at day 91 were statistically significantly decreased in
males at 150, 500, 1000 and 1500 ppm and in females at 500, 1000 and 1500 ppm. At 50



- 105 -

Pyraclostrobin — Annex B.6: Toxicology and metabolism 01 August 2001

ppm, there were dlight, not statistically significantly decreases in terminal body weights in
males (-8.1%). Decreases in body weight change in males at 50 ppm amounted to ca. -20%
after 90 days and were temporally, e.g. after 77 days, statistically significant (-23.4%).

TableB.6.3-13: Mouseoral 90-day study: Hematological findings
Par ameter Sex Dietary dose level (ppm)
0 50 150 500 1000 1500
Hemoglobin (mmol/l) m 11.8 11.6 11.6 114 114 10.6***
f 114 11.5 11.2 11.0 10.9** 10.4**
Hematocrit (I/1) m 0.572 0.564 0.551* 0.542** 0.543** 0.518**
f 0.519 0.531 0.517 0.516 0.513 0.495
White blood cells (G/l) m 5.92 5.56 5.20 6.36 2.72%** 2.67%**
f 6.04 5.15 4.10 3.72 3.25 3.17

Kruskal-Wallis + Mann-Whitney U-test *p<0.05; **p<0.02;***p<0.002

Hematological examination revealed adverse effects on red blood cells (reduction in
hemoglobin and hematocrit) and white blood cells (leukopenia).

TableB.6.3-14: Mouse oral 90-day study: Clinical-chemical findings
Par ameter Sex Dietary dose level (ppm)
0 50 150 500 1000 1500
Triglycerides (mmol/l) m 1.70 1.64 1.15** 0.78*** .0.59%** 0.47***
f 153 1.22 0.96* 0.58*** 0.59*** 0.58***
Total protein (g/l) m 63.89 67.56** 66.66** 64.88 61.42* 56.97***
f 60.00 62.16 61.69 59.67 55.73*** 55.22***
Urea (mmol/l) m 7.25 7.93* 8.75%** 10.55*** 12.01*** 11.97***
f 6.09 6.73 9.07** 11.06*** 10.89*** 9.85%**

Kruskal-Wallis + Mann-Whitney U-test *p<0.05; **p<0.02;***p<0.002

Most of the statistically significant clinical-chemical changes were not clearly dose-related. At
50 ppm, ureawas increased in both sexes, revealing statistical significance in males.

Decreased absolute organ weights at the dose of 150 ppm and above were assessed as a
conseguence of the decreased body weight.

Histopathology revealed diminished vacuolisation of hepatocytes in the liver, proximal
tubular epithelial cellsin the kidney and cells of the adrenal cortex at 500 ppm and above.

Atrophy of the thymus with increased apoptotic bodies was increased with incidences of
0/0/0/3/6/8 and 0/0/6/7/8/4 in males and females, respectively. Also in mesenteric lymph
nodes an increase of apoptotic bodies in follicles occurred with incidences of 0/0/0/1/1/9 and
0/0/2/4/6/7 in males and females, respectively.

In the gastrointestinal tract, an increased number of animals with erosions and ulcera in the
glandular stomach was described with incidences of 1/1/2/4/5/8 and 1/3/5/7/6/6 in males and
females, respectively. Thickening of the duodenal mucosa was observed in males and females
at doses of 500, 1000 and 1500 ppm.
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Conclusion:

The notifier assessed the lowest dose (50 ppm) as NOAEL for both sexes in this 3-month oral
mouse study. However, in the opinion of the Rapporteur, the dose of 50 ppm (9.2 mg/kg
bw/d) cannot be regarded as a NOAEL for male mice because body weight and body weight
change at this dose level were clearly decreased during the whole study period. The urea
values in the low dose male group were in the range of historical control data, but in view of
the clear increase at 150 ppm and above, a substance related effect at 50 ppm cannot be ruled
out. Nevertheless, taking into consideration all available data for this species, a NOAEL of 30
ppm (ca. 4 mg/kg bw/d) can be established for males, based on the body weight data after 91
days from the carcinogenicity study (dose levels: O, 10, 30, 120 ppm).

For females, the no observed adverse effect level (NOAEL) was 50 ppm (12.9 mg/kg bw/d),
based on effects on body weight, decreased hematocrit and triglyceride values and increased
ureavalues at 150 ppm and above.

At higher dose levels, adverse effects in the gastrointestinal tract (erosions and ulcera in the
glandular stomach; thickening of the duodenal mucosa), on red blood cells, on white blood
cells and lymphatic organs (thymus, mesenteric lymph modes) as well as on adrenals, liver
and kidney (decreased vacuolisation) have been observed.

B.6.33 Dog

B.6.3.3.1 Dog oral 90-day study

Report: Menges, S.; Schilling, K.; Deckardt, K.; Gembardt, Chr. and
Hildebrand, B. 1999:
BAS 500 F - Subchronic oral toxicity study in Beagle dogs.
Administration in the diet for 3 months.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11678, unpublished.

Test Material: Pyraclostrobin; batch No. 27882/191/c; purity: 97.09 %.
Test Animals: Beagle dogs (BASF s own breed).

GLP: Yes.

Test Method: EEC 87/302, OECD 409, EPA 82-1, Japan/MAFF.
Deviations: None (OECD 409 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was administered to groups of five male and five female purebred Beagle dogs
at dietary concentrations of 0, 100, 200 and 450 ppm for 3 months.

Food consumption was determined daily and body weight once a week. The animals were
examined at least once each working day for signs of toxicity, and a check for moribund or
dead animals was made twice a day (Mondays to Fridays) and once a day (Saturdays, Sundays
and on public holidays).
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Clinical chemistry and hematological examinations as well as urinalysis were carried out once
before and two times during the administration period.

Ophthalmological examinations were performed 8 days before the beginning of the
application of the test substance, and on study day 91.

All animals were subjected to gross-pathological assessment followed by histopathological
examinations.

Statistical analysis of the results was based on the Dunnett’s test (two-sided), the F-test
(ANOVA, two-sided), the Fisher’s exact test, the Kruskal-Wallis test (two-sided), the Mann-
Whitney U-test (two-sided) and the Wilcoxon test.

Findings:

The stability and homogeneous distribution of the test substance in the diet and dietary
preparation were anaytically verified. Control analysis demonstrated the correctness of the
concentrations in the diet.

TableB.6.3-15: Dog oral 90-day study: Test substance intake

Dietary dose level (ppm) Test substance intake (mg/kg bw/d)
Males Females
100 2.8 3.1
200 5.8 6.2
450 12.9 13.6

At the high dose level (450 ppm), body weight loss (-0.2 kg) and reduced food consumption
(about 9%) were noted in females. Food efficiency in these animals was slightly reduced.

TableB.6.3-16: Dog oral 90-day study: Clinical findings

Parameter Sex Dietary dose level (ppm)
0 100 200 450
Body weight change, day 91 (kg) m 13 2.0 0.9 0.9
f 1.2 15 1.7 -0.2%*
Mean food consumption (%) # m 100 100 100 100
f 99 100 100 91

# Mean food consumption: 100 % = 700 g/animal/day
Anova + Dunnett’ s test *p<0.05; **p<0.01

In both sexes of the high dose group (450 ppm), signs of clinical toxicity were evident,
consisting of initial vomitus and diarrhoea. The rare cases of diarrhoea at 200 ppm were
regarded as being of no toxicological concern, due to their isolated occurrence (week 5 only)
in amost all dogs or the scattered occurrence in a single animal. Furthermore, no
corresponding deviation in clinical chemistry in any of these dogs was observed, and in the
12-month dog feeding study, at the same dose level, similar findings were not observed.

Clinical-chemical and hematological examinations revealed significant decreases in serum
protein and in glucose levels as well as an increases in platelets in females at 450 ppm after 90
days. The reduction in glucose levels in females of the mid dose group is not regarded as an
adverse toxicological effect.

Histopathological examination revealed hypertrophy of the duodenal mucosa at the high dose
level, in two males and one female. It was characterized by an increased ratio of cytoplasm to
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nuclei in the villi, and hyperplastic changes in the epithelial cells. The villi seemed to be
dlightly elongated, and well preserved up to their tips.

Conclusion:

The no observed adverse effect level (NOAEL) in this 3-month oral dog study was 200 ppm
(5.8 mg/kg bw/d in males and 6.2 mg/kg bw/d in females), based on body weight loss and
clinico-chemica and hematological changes in females, and vomitus, diarrhoea and
hypertrophy of the duodenal mucosain both sexes at 450 ppm.

B.6.3.3.2 Dogoral 1-year study

Report: Schilling, K.; Deckardt, K.; Gembardt, Chr. and Hildebrand, B.
1999(c):
BAS 500 F - Chronic oral toxicity study in Beagle dogs.
Administration in the diet for 12 months.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11677, unpublished.

Test Material: Pyraclostrobin; batch No. 27882/199/b; purity: 98.7%.
Test Animals: Beagle dogs (BASF s own breed).

GLP: Yes.

Test Method: EEC 87/302, OECD 452, EPA 83-1, Japan/MAFF.
Deviations: None (OECD 452 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was administered to groups of 5 male and 5 female purebred Beagle dogs at
dietary concentrations of 0, 100, 200 and 400 ppm for about 12 months.

Food consumption was determined daily and body weight once a week. The dogs were
examined at least once each working day for signs of toxicity, and a check for moribund or
dead animals was made twice a day (Mondays to Fridays) and once a day (Saturdays, Sundays
and on public holidays).

Clinical chemistry and hematological examinations as well as urinalysis were carried out once
before and three times during the administration period.

Ophthalmological examinations were carried out 8 days before the beginning of the
administration period and on study day 364.

All animals were subjected to gross-pathological assessment followed by histopathological
examinations.

Statistical analysis of the results was based on the Dunnett’s test (two-sided), the F-test
(ANOVA, two-sided), the Fisher's exact test, the Kruskal-Wallis test (two-sided), the Mann-
Whitney U-test (two-sided) and the Wilcoxon test.
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Findings:
The stability of the test substance was verified. The homogeneous distribution, stability and
correct concentration of the test substance in the diet were analytically demonstrated.

TableB.6.3-17: Dogoral 1-year study: Test substance intake

Dietary dose level (ppm) Test substance intake (mg/kg bw/d)
Males Females
100 2.7 2.7
200 5.4 5.4
400 10.8 11.2

At the highest dose level (400 ppm), vomitus was observed during the first week of
administration (3 males, 4 females), whereas diarrhoea occurred in al animals during the
entire administration period.

High dose males lost body weight up to study day 7, thereafter, they gained body weight
comparable to the control group, and during the last weeks of the study their body weights
were higher than the control values. The females lost body weight up to study day 21, and
their body weight gain was reduced during the entire study period. At the end of the study,
body weight gain of the high dose females was 1.1 kg compared to 2.7 kg in the control
animals. In high dose females, food consumption and food efficiency was reduced. One male
dog of the 400 ppm group has shown a decreased food consumption on occasional days during
the whol e application period.

TableB.6.3-18: Dogoral 1-year study: Clinical findings

Parameter Sex Dietary dose level (ppm)

0 100 200 400

Body weight change, day 182 (kg) m 2.3 17 2.3 19
f 2.2 2.6 1.7 0.3*

Body weight change, day 364 (kg) m 2.0 15 24 2.2
f 2.7 3.3 2.4 1.1

Mean food consumption (%) # m 100 100 100 98
f 97 97 95 86

# Mean food consumption: 100 % = 700 g/animal/day
Anova + Dunett’ stest *p<0.05; **p<0.01

At 400 ppm, hematological examinations revealed transient decreased hemoglobin and
hematocrit in females (day 90) and males (day 180), increased white blood cells in males
(days 180, 362) and increased platelets in both sexes throughout the study.

Ophthalmoscopy, clinical-chemical investigations, urinadysis and the pathological
investigations did not reveal any test substance related effects.

Conclusion:

The no observed adverse effect level (NOAEL) in this 12-month oral dog study was 200 ppm
(5.4 mg/kg bw/d in males and females), based on reduced body weight gain and food
consumption in females as well as clinical signs (vomitus, diarrhoea) and hematological
changes in both sexes at 400 ppm.
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B.6.4 Genotoxicity (Annex I1A 5.4)

The potential genotoxicity of pyraclostrobin was investigated in a series of both in vitro and in
vivo studies. All regular end points for genetic damage (point mutations, chromosome
damage, DNA damage and repair) were assessed. The results of these studies are summarized

in[Table B.6.4-1

Pyraclostrobin was evaluated for its potential genotoxicity in vitro using bacterial and
mammalian cell mutagenicity tests, a chromosome damage (clastogenicity) test and an
unscheduled DNA synthesis (UDS) test. The results of these studies demonstrated the absence
of agenotoxic effect.

In vivo, the test substance was assessed for the induction of micronuclei in mice. The result of
this study showed that pyraclostrobin does not exhibit a chromosome damaging potential.

It is therefore concluded that pyraclostrobin has no mutagenic or genotoxic properties neither
in vitro nor in vivo.

TableB.6.4-1: Summary of mutagenicity studies

Dose levels and test

Institute/year/reference Study/straing/species . Results
conditions
- Concentrations up to 5000
BASF (Engelhardt and | AMeSmutagenicity test; -y e
; TA 1535, 100, 1537, 98, : . .
Hoffmann; 1997) . without S-9 mix Negative
E. coli WP2 uvrA . . .
with S-9 mix Negative

Concentrations up to 20
BASF (Engelhardt and CHO/HPRT mutagenicity | pg/ml;

Hoffmann; 1998c) test without S-9 mix Negative
with S-9 mix Negative
Wide range of concen-

In vitro cytogenetic:

BASF (Engelhardt and chromosome sberration in trations up to 25 pg/mi;

Hoffmann; 1999a) ; without S-9 mix Negative
Chinese hamster V79 cells | . . .

with S-9 mix Negative

BASF (Engelhardt and Invitro UDS, A .

Hoffmann; 1998b) rat hepatocytes dose range: 0-1.0 pg/mi Negative
In vivo chromosome 0, 75, 150 and 300

BASF (Engelhardt and aberration: mg/kg bw;

Hoffmann; 1998a) Negative

Mouse micronucleustest | (oral gavage)

In addition, three main water metabolites of pyraclostrobin were tested for their ability to
induce gene mutations by means of the Ames test proving all negative (see section B.6.8).

B.6.4.1 Invitrotesting

B.6.4.1.1 Genemutation in bacterial cells

Report: Engelhardt, G. and Hoffmann, H. D. (1997):
Study of BAS 500 F (= Reg. No. 304 428) in the Ames
Salmonella/mammalian-microsome mutagenicity test and Escherichia
coli/mammalian-microsome reverse mutation assay (standard plate
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test and preincubation test).

BASF AG, Ludwigshafen/Rhein, Germany Fed. Rep.; BASF RegDoc#
1997/10973, unpublished.

[An amendment regarding the stability of the test substance over the
study period was also submitted to the Rapporteur.]

Test Material: Pyraclostrobin; batch No. CP 026063; purity: 98.2%.

Test System: Salmonella typhimurium (strains TA 100, TA 1535, TA 1537 and TA
98) and Escherichia coli (strain WP2 uvrA).

GLP: Yes.

Test Method: OECD 471, OECD 472, EEC 92/69.

Deviations: None (OECD 471, 472 considered). The second (confirmatory)

experiment with and without metabolic activation was a preincubation
test whereas the first one was a standard plate test. This difference
does not alter the validity of results and conclusions.

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was tested for its ability to induce back mutations in selected loci of several
bacteria strains in the Ames reverse mutation assay. The Salmonella typhimurium strains TA
100, TA 1535, TA 1537 and TA 98 and Escherichia coli strain WP2 uvrA were exposed to
the test substance dissolved in DM SO at doses ranging from 20 to 5,000 pg/plate. The study
consisted of a standard plate test and a preincubation test both with and without metabolic
activation (liver S-9 mix obtained from Aroclor-1254-induced Sprague-Dawley rats). Three
plates were used per dose for each strain and test condition.

For control purposes and to demonstrate the sensitivity of the test system, a negative control
(DM SO) and appropriate positive controls were included. Positive control substances were 2-
aminoanthracene in the activation experiments (different concentrations applied for testing of
S typhimurium and E. coli) and N-methyl-N-nitro-N-nitrosoguanidine, 4-nitro-o-phenylen-
diamine, 9-aminoacridine or N-ethyl-N-nitro-N-nitrosoguanidine in the trial s without S-9 mix.

Findings:
The stability of pyraclostrobin in the vehicle DMSO and in water has been determined
analytically. The stability of the test substance throughout the study period was verified by
reanalysis.

Test substance precipitation was observed at concentrations of 2,500 pg/plate and higher.
However, no bacteriotoxic effect was observed as also proven by titer determination.

The mean number of revertant colonies was not increased in any strain either with or without
S-9 activation. Expected increases in revertant colonies were obtained with the positive
control substances.
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Conclusion:
According to the results of the study, pyraclostrobin was not mutagenic in the Ames reverse
mutation assay.

B.6.4.1.2 Genemutation in mammalian cells

Report: Engelhardt, G. and Hoffmann, H. D. (1998c): In vitro gene mutation
test with BAS 500 F in CHO cells (HPRT locus assay). BASF AG,
Ludwigshafen/Rhein, Germany; BASF RegDoc# 1998/11422,
unpublished.
[An amendment regarding the stability of the test substance over the
study period was also submitted to the Rapporteur.]

Test Material: Pyraclostrobin; batch No. CP026063; purity: 98.2%.
Test System: Chinese hamster ovary (CHO) cells.

GLP: Yes.

Test Method: OECD 476, EEC 87/302.

Deviations: None (OECD 476 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was tested for its ability to induce gene mutations at the hypoxanthine-guanine
phosphoribosyl transferase (HPRT) locus in Chinese hamster ovary (CHO) cells in vitro.
Three independent experiments were carried out without exogenous metabolic activation and
two with metabolic activation ((liver S-9 mix obtained from Aroclor-1254-induced Sprague-
Dawley rats).

In an initial range-finding cytotoxicity test, the cloning efficiency was reduced at doses
>5ug/ml (without S-9 mix). With S9 mix, a dight reduction was observed at 10 pg/ml,
whereasat 50 pg/ml, the cloning efficiency was 0%. Test substance precipitation was
observed at doses > 50 pg/ml.

According to these results, the following doses were evaluated in the 1st experiment with and
without S-9 mix: 0, 0.625, 1.25, 2.5, 5.0, 10.0 and 20.0 pg/ml.

Since a weak increase in mutant frequency had been observed at a concentration of 5 pg/ml
without metabolic activation, a 2nd experiment without activation was conducted for
clarification with the following doses: 0, 3.0, 4.0, 5.0, 6.0, 7.0 and 8.0 pg/ml.

In a 3rd experiment (with and without S-9 mix) for confirmation of the results, the following
doses weretested: 0, 1.25, 2.5, 5.0, 10.0 and 20.0 pg/ml.

After an attachment period of 20 - 24 hours, a treatment period of 4 hours both with and
without metabolic activation, an expression phase of about 7 - 9 days and a selection period of
about 1 week, the colonies of each test group were fixed with methanol, stained with Giemsa
and counted.
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Findings:

The stability of the test substance throughout the study period was verified by reanalysis. The
stability of pyraclostrobin in the vehicle DM SO and in water over a period of 4 hours has been
determined analyticaly.

The negative controls (untreated and vehicle controls) gave mutant frequencies within the
range expected for the CHO céll line.

Both of the positive control chemicals, i.e. EMS (ethyl methane sulfonate) and MCA
(methylcholanthrene), led to the expected increase in the frequencies of forward mutations.

In the first experiment without S-9 mix, an increase in the mutation frequency was observed at
5 ug/ml. However, a dose response was lacking, since no increase was seen at 10 or 20 pg/ml.
In a second study with concentrations closely spaced around 5 pg/ml and in the third
experiment (with and without S-9 mix) no increase in the mutation frequency was observed.

Conclusion:
Under the experimental conditions of this assay, pyraclostrobin did not induce forward
mutationsin vitro in the CHO/HPRT mutation assay.

B.6.4.1.3 In vitro cytogenetic test

Report: Engelhardt, G. and Hoffmann, H. D. (1999a): In vitro chromosome
aberration assay with BAS 500 Fin V79 cells.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11403, unpublished.

Test Material: Pyraclostrobin; batch No. CP026063; purity: 98.2%.
Test System: V79 cells (derived from the Chinese hamster).
GLP: Yes.

Test Method: OECD 473, EEC 92/609.

Deviations: None (OECD 473 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was assessed for its potentia to induce structural chromosomal aberrations in
V79 cells in vitro both in the presence and in the absence of a metabolizing system, i.e. S-9
mix obtained from Aroclor-1254-induced Sprague-Dawley rat liver.

According to an initial range-finding cytotoxicity test, the following doses were included in

the main study:

o 1st experiment: 4 hours exposure, 18 hours (after beginning of exposure) harvest time,
with and without S-9 mix: 0; 6.25; 12.5; 25.0 pg/ml.

* 2nd experiment: see Table 6.4-2.
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Table 6.4-2: Treatment conditions and dose levels used in the 2™ experiment

Exposuretime Harvest time Activation conditions Dose levels

18h 18h Without S-9 mix 0.005, 0.010, 0.050 pg/ml
18h 28 h Without S-9 mix 0.100 pg/ml

4h 28h With S-9 mix 3.125, 6.25, 12.5 pg/ml

Negative (i.e. vehicle) and appropriate positive controls were included in each experiment.

The cell cycle of the untreated V79 cells is about 13-14 hours under the selected culture
conditions. Thus, the selected 1st sampling time of 18 hours was within the 1-1.5 x the normal
cell cycle time, as recommended by the OECD guideline No. 473. The later sampling time of
28 hours was chosen to cover apossible cell cycle delay.

About 2-3 hours prior to harvesting the cells, colcemid was added to arrest cells in a
metaphase-like stage of mitosis (c-metaphase). After preparation of the chromosomes and
staining with Giemsa, 100 metaphases for each culture in the case of the test substance and
vehicle controls, or 50 cells for each culture in the case of the concurrent positive controls,
were analysed for chromosomal aberrations. For each experiment two cultures were used.

Findings:

The stability of the test substance throughout the study period was verified by reanalysis. The
stability of Pyraclostrobin in the vehicle DM SO and in water over a period of 4 hours has been
determined analytically.

According to the results of the determination of the mitotic index, no suppression of the
mitotic activity was observed under any of the experimental conditions. The cell count
indicated occasionally that growth inhibition occurred. Cell attachment was slightly reduced
(i.e. few cells rounded) from about 12.5 pg/ml onward (without S-9 mix, 1st experiment) and
at 0.1 pg/ml (without S-9 mix, 2nd experiment).

Osmolality and pH-values were not altered by the test substance.

The negative controls (vehicle controls) gave frequencies of aberrations within the range
expected for the V79 cdll line.

Both of the positive control chemicals, i.e. EMS (ethyl methanesulfonate) and
cyclophosphamide, led to the expected increase in the number of cells containing structural
chromosomal aberrations.

The test substance did not cause any biologically relevant and dose-dependent increase in the
number of structurally aberrant metaphases including and excluding gaps at both sampling
times neither without S-9 mix nor with S-9 mix in two independent experiments. No increase
in the frequency of cells containing numerical aberrations was demonstrated either.
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Conclusion:
Under the experimental conditions of this assay, pyraclostrobin is considered not to be a
chromosome-damaging (clastogenic) agent.

B.6.4.1.4 DNA damage and repair

Report: Engelhardt, G. and Hoffmann, H. D. (1998b): In vitro unscheduled
DNA synthesis (UDS) assay with BAS 500 F in primary rat
hepatocytes.

BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1998/11421, unpublished.

[An amendment regarding the stability of the test substance over the
study period was also submitted to the Rapporteur.]

Test Material: Pyraclostrobin; batch No. CP026063; purity: 98.2%.
Test System: Primary hepatocytes of Wistar rats.

GLP: Yes.

Test Method: OECD 482, EEC 87/302.

Deviations: None (OECD 482 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was tested for its ability to induce DNA-repair synthesis (unscheduled
DNA synthesis, UDS) in primary hepatocytes of Wistar rats invitro. Two independent
experiments were carried out. The quantification of UDS was performed microscopically
using 2 or 3dlides per test group. 25 - 50 cells in good morphological condition were
randomly selected per slide and examined to achieve a total number of 100 cells/dose group.
Both test substance treatment and labelling with *H-thymidine lasted for about 18 - 20 hours.

For each cell, the following counts were performed with an automatic image anayzer

(ARTEK):

— the nuclear grain (NG) count (= number of silver grains overlying the nucleus).

— the cytoplasmic grain (CG) count (= number of grains in two or three nucleus-equivalent
areas adjacent to the nucleus).

In an initial range-finding cytotoxicity test, the LDH release was increased at doses
> 0.5 pug/ml (> 2 fold). According to these results, the following doses were evaluated in the
1st experiment: 0, 0.01, 0.03, 0.1, 0.3, 1.0 pg/ml.

In a 2nd experiment for confirmation of the results of the 1st experiment, the following doses
were tested: 0, 0.004, 0.02, 0.1, 0.5 pg/ml.

An untrested control, a vehicle (DMSO) control and a positive control (2-
acetylaminofluorene, 2-AAF) were included in the experiments.



-116-
Pyraclostrobin — Annex B.6: Toxicology and metabolism 01 August 2001

Findings:

The stability of the test substance throughout the study period was verified by reanalysis. The
stability of pyraclostrobin in the vehicle DM SO and in water over a period of 4 hours has been
determined analyticaly.

Cytotoxicity was observed from about 0.3 pg/ml onward (LDH release).

The negative controls (untreated and vehicle controls) gave UDS activities within the range
expected for rat hepatocytes.

The positive control chemical 2-acetylaminofluorene (2-AAF) revealed a distinct increase in
the mean number of nuclear and net grain counts.

The test substance did not cause an increase in the mean number of net nuclear grain counts at
any dose level in isolated rat hepatocytes in two experiments performed independently of each
other.

Conclusion:
Under the experimental conditions of this assay, the test article pyraclostrobin is considered to
be negative in causing unscheduled DNA synthesis.

B.6.4.2 Invivotesting

B.6.4.2.1 In vivo cytogenetic test

Report: Engelhardt, G. and Hoffmann, H. D. (1998a): Cytogenetic study in
vivo with BAS 500 F in the mouse micronucleus test. Single oral
administration.

BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1998/10460, unpublished.

Test Material: Pyraclostrobin; batch No. CP026063; purity: 98.2%.

Test Animals: NMRI mice (source: Charles River GmbH - WIGA, Sulzfeld,
Germany).

GLP: Yes.

Test Method: EEC 92/69, OECD 474.

Deviations: None (OECD 474 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was tested for clastogenicity and for the ability to have spindle poison effects
in NMRI mice using the micronucleus test method. The test substance, dissolved in olive ail,
was administered once oraly by gavage to five male and five female animals per group at
dose levels of 75, 150 and 300 mg/kg bw. The dosing volume was 10 ml/kg body weight in
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each case. The dose levels were selected on the basis of a pretest revealing a rather high acute
toxicity in mice as compared to rats (see section B.6.2) since deaths occurred down to the dose
of 400 mg/kg bw. As a negative control, five male and female mice were administered the
vehicle, olive oil, by the same route. Cyclophosphamide and vincristine sulphate were given
to groups of five mice per sex serving as positive control substances for either clastogenic or
spindle poison effects.

The animals were sacrificed and the bone marrow of the two femora was prepared 24 and
48 hours after administration in the highest dose group of 300 mg/kg bw and in the vehicle
controls. In the low and medium dose groups as well as in the positive control groups, the
24-hour sacrifice interval was investigated only. After staining of the preparations,
2,000 polychromatic erythrocytes were evaluated per animal and investigated for micronuclei.
The normocytes with and without micronuclei occurring per 2,000 polychromatic erythrocytes
were also registered.

Findings:

The stability of the test substance throughout the study period was verified by reanalysis. The
stability of pyraclostrobin in the vehicle olive oil and the correctness of the concentrations in
the vehicle was analytically confirmed.

Animals which were administered the vehicle or the positive control substances
cyclophosphamide or vincristine did not show any clinical signs of toxicity.

The administration of the test substance led to piloerection and squatting posture in all dose
groups after about 30 minutes. The day after treatment, signs of toxicity were not observed
any longer. One of the top dose males died on the second day following dosing.

The negative control gave frequencies of micronucleated polychromatic erythrocytes within
the historical control range.

Both of the positive control chemicals, i.e. cyclophosphamide for clastogenicity and
vincristine for spindle poison effects, led to the expected increase in the rate of polychromatic
erythrocytes containing small or large micronuclei.

No inhibition of erythropoiesis induced by the treatment of mice with Pyraclostrobin was
detected; the ratio of polychromatic to normochromatic erythrocytes was always in the same
range as that of the control values.

No increase in the number of polychromatic erythrocytes containing either small or large
micronuclel was detected. The percentage of micronucleated cells was aways in the same
range as in the negative control group.

In the lack of any bone marrow toxicity, the question might arise whether this tissue was
actually reached by the test compound. However, this has been proven in the rat toxicokinetic
study in which radioactivity was detected in the bone marrow after administration of 50 mg/kg
bw (B.6.1). Thus, the bone marrow micronucleus test is suitable for testing the clastogenic or
aneugenic potential of pyraclostrobin.

Conclusion:

Under the experimental conditions chosen, the test substance pyraclostrobin does not have any
chromosome damaging (clastogenic) effect, and there were no indications of any impairment
of chromosome distribution in the course of mitosis.
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B.6.4.2.2 DNA damage and repair

Because of the unambiguously negative outcome of the in vitro UDS assay with
pyraclostrobin, no in vivo study is necessary.

B.6.4.3 Invivotesting, germ cells

The results of the in vitro as well as the in vivo studies demonstrated that pyraclostrobin has
no mutagenic or genotoxic potential. Therefore, there is no necessity to evaluate the test
substance in an in vivo study using germ cells.

B.6.5 Long-term toxicity and carcinogenicity (Annex [1A 5.5)

One chronic toxicity study in rats and two carcinogenicity studies in rats and mice were
performed with pyraclostrobin.

Restricted to the high doses, body weight and body weight gain were decreased in all studies,
mostly accompanied by a diminished food consumption.

In the carcinogenicity study in rats, liver cell necrosis occurred in males. Additionally, in the
chronic toxicity study in rats, aanine aminotransferase and alkaline phosphatase values were
decreased at the high dose. A reduction in the activity of these enzymes is not known to be
associated with an adverse effect.

There was no evidence of a carcinogenic effect of pyraclostrobin.
The overall NOAEL, obtained from the chronic/carcinogenicity studies in rats (males and
females combined) and the carcinogenicity study in mice, is about 4 mg/kg bw/d (see Table

B.6.5-1).
Thisvalueisthe basis for deriving an ADI.

TableB.6.5-1: Summary of long-term toxicity studies

. NOAEL .
Study type/ species/ dose levels (mg/kg bw/d) LOAEL / Critical effects
24-month chronic toxicity 200 ppm:
Wistar rats 3[';”54'6 r’;‘]/f Reduced body weight.
0, 25, 75, 200 ppm P No increase in tumour incidences.
. . 200 ppm:
\2/\‘,‘{;“;”:;53“' nogenicity 3.4/4.7 mif Reduced body weight, reduced food
0. 25 75 200 pom [75 ppm] consumption (m), liver cell necrosis (m).
T P Not carcinogenic.
18-month carcinogenicity )
B6C3FL mice 4.1/4.8 mf 120 ppm (m, f) & 180 ppm (f):
Reduced body weight.
0, 10, 30, 120 ppm (m, f), [30 ppm] N . )
ot carcinogenic.
180 ppm (f)
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B.6.5.1 Chronictoxicity, rat

Report: Mellert, W.; Deckardt, K.; Gembardt, C.; Pappritz, G. and Hildebrand,
B. 1999(d):
BAS 500 F - Chronic toxicity study in Wistar rats.
Administration in the diet for 24 months.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11672, unpublished.

Test Material: Pyraclostrobin; batch No. 27882/191/c; purity: 97.09%.

Test Animals: Wistar rats [Chbb: THOM (SPF), supplied by Dr. Karl Thomae GmbH,
Biberach/Riss, FRG].

GLP: Yes.

Test Method: EEC 87/302, OECD 452, EPA 83-1, Japan/MAFF.

Deviations: None (OECD 452 considered).

Acceptability: The study is considered to be acceptable.

Material and M ethods:

Pyraclostrobin was administered to groups of 20 male and 20 female Wistar rats at dietary
concentrations of 0, 25, 75 and 200 ppm for 24 months.

Food consumption and body weight were determined once a week during the first 13 weeks,,
thereafter at 4-week intervals. The animals were examined for signs of toxicity or mortality at
least once a day; moreover, comprehensive clinical examinations and palpations of the
animals were performed once a week. Ophthalmological examinations were carried out prior
to the start and towards the end of dosing. Urinalysis, clinico-chemical and hematological
examinations were carried out 3, 6, 12, 18 and 24 months after start of the administration
period. The animas were subjected to gross-pathological assessment, followed by
histopathological examinations.

Statistical analysis of the results was based on the Dunnett’s test (two-sided), the F-test
(ANOVA, two-sided), the Fisher's exact test, the Kruskal-Wallis test (two-sided), the Mann-
Whitney U-test (two-sided) and the Wilcoxon test.

Findings:
The stability of the test substance, the homogeneous distribution, stability and correct
concentration of the test substance in the diet were confirmed by analysis.

TableB.6.5-2: Chronictoxicity rat: Test substance intake

Dietary dose level (ppm) Test substance intake (mg/kg bw/d)
Males Females
25 1.1 15
75 34 4.6
200 9.0 12.3
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There was no test substance related increase in mortality or clinical signs of toxicity in this
study. Food consumption was not affected.

Table B.6.5-3: Chronictoxicity rat: Clinical findings

Par ameter Sex Dietary dose level (ppm)
0 25 75 200
Body weight, day 728 (0) m 706 700 706 675
f 374 376 368 352
Total body weight gain, day 728 (g) m 518 515 521 489
f 230 231 226 207

The following findings were obtained at 200 ppm:

In both sexes, the terminal body weight was somewhat lower than in the control group. During
the course of the study, the maximum differences between the control and the high dose group
achieved values of 10% (males) and 9% (females). Body weight gain was aso reduced in top
dose males and females, mainly in the second part of the study. Maximum differences in body
weight change between the control and high dose group achieved 11% (males) or 14%
(females). However, statistical significance (ANOVA and Dunnett’s test) was reached only in
females and only occasiondly (i.e., on study days 7 and 539).

Clinico-chemical investigations demonstrated, at the high dose level only, a statistically
significant decrease in akaline phosphatase activity in both sexes, and aanine
aminotransferase activity in the males. Also restricted to the high dose, there was a slight, not
statistically significant decrease in protein and globulins in males.

Hematological examinations, ophthalmoscopy and urinalysis did not revea test substance
related effects.

The pathological investigations did not demonstrate any test substance related adverse effect.
A dlight, not statistically significant increase of absolute and relative testis weights, and
kidney weightsin females at 200 ppm were regarded as toxicologically not significant.

In males, there were higher, but not dose-related incidences of tubular degeneration (1/7/7/6)
and tubular mineralization (1/4/6/4) in the testes of all treated groups. However, these findings
were often associated with tubular atrophy (9/5/5/6) and Leydig cell tumours (9/12/11/8), and
they are hence not regarded as treatment-related findings, but being secondary events to
atrophy and/or Leydig cell tumours.

There were no test substance related effects at 75 and 25 ppm pyraclostrobin in the diet.
There was no indication of a carcinogenic response.

Conclusion:

The no observed adverse effect level (NOAEL) in this 24-month chronic toxicity study in rats
was 75 ppm (3.4 mg/kg bw/d in males and 4.6 mg/kg bw/d in females), based on a dight
decrease in body weight at 200 ppm.

There was no indication of a carcinogenic potential in rats.
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B.6.5.2 Carcinogenicity, rat

Report: Mellert, W.; Deckardt, K.; Gembardt, C.; Pappritz, G. and Hildebrand,
B. 1999(e):
BAS 500 F — Carcinogenicity study in Wistar rats.
Administration in the diet for 24 months.
BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11868, unpublished.

Test Material: Pyraclostrobin; batch No. 27882/191/c; purity: 97.09%.

Test Animals: Wistar rats [Chbb: THOM (SPF), supplied by Dr. Karl Thomae GmbH,
Biberach/Riss, FRG].

GLP: Yes.

Test Method: EEC 87/302, OECD 451, EPA 83-2, Japan/MAFF.

Deviations: None (OECD 451 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:
Pyraclostrobin was administered to groups of 50 male and 50 female Wistar rats at dietary
concentrations of 0, 25, 75 and 200 ppm for 24 months.

Food consumption and body weight were determined once a week during the first 13 weeks,
thereafter at 4-week intervals. The animals were examined for signs of toxicity or mortality at
least once a day; moreover, comprehensive clinical examinations and palpations of the
animals were performed once a week. Differential blood counts were determined for all
surviving animals at the end of the study and also from all animals killed in extremis during
the study. After about 24 months, the animas were subjected to gross-pathological
assessment, followed by histopathological examinations.

Statistical analysis of the results was based on the Dunnett’s test (two-sided), the F-test
(ANOVA, two-sided), the Kruskal-Wallis test (two-sided) and the Wilcoxon test.

Findings:
The stability of the test substance, the homogeneous distribution, stability and correct
concentration of the test substance in the diet were confirmed by analysis.

Table B.6.5-4: Carcinogenicity rat: Test substanceintake

Dietary dose level (ppm) Test substance intake (mg/kg bw/d)
Males Females
25 1.2 15
75 34 4.7
200 9.2 12.6
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There was no test substance related increase in mortality or clinical signs of toxicity in this

study.
Table B.6.5-5: Carcinogenicity rat: Clinical findings

Par ameter Sex Dietary dose level (ppm)

0 25 75 200
Body weight, day 91 (9) m 497 487 494 466**
f 286 294 291 279
Body weight, day 371 (g) m 659 651 663 611**
f 354 348 347 324**

Body weight, day 728 (g) m 684 689 699 656
f 417 396 390 360**

Food consumption, day 91 (g/animal/day) m 26.1 25.8 26.6 25.0*
f 19.4 19.7 20.0 19.5

Anova + Dunnett’ s test *p<0.05; **p<0.01

The following findings were obtained at the high (200 ppm) dose level:

Body weight was 7% (males) and 14% (females) lower than in the control group towards the
end of the study. Body weight gain was reduced by 10% and 22% in males and females,
respectively. The effects on body weight were statistically significant during the first year in
males and during the second year in females.

Food consumption was statistically significantly decreased in males at the high dose level
from day 7 to day 91.

Relative kidney weights were increased in males at 200 ppm and in females at the high (200
ppm) and the mid (75 ppm) dose level. Restricted to the high dose group, histopathological
investigation of the kidneys revealed higher incidences of tubular casts and tubular atrophy in
males and tubular atrophy in femaes. However, these findings show high spontaneous
incidences. Additionally, lower incidences in kidney findings were observed, concerning
pyelitis and chronic nephropathy in high dose males.

Absolute liver weights were decreased in females at the high dose level. Histopathological
investigations revealed an increased incidence of liver cell necrosis (1/2/2/10) in males.

Furthermore, at 200 ppm, lower incidences of adrenal cortex hyperplasia and ovaria pigment
deposition were found.

There was no evidence of a carcinogenic response.

Conclusion:

The no observed adverse effect level (NOAEL) in this 24-month carcinogenicity study in rats
was 75 ppm (3.4 mg/kg bw/d for males and 4.7 mg/kg bw/d for females), based on decreased
body weights in both sexes and increased incidence of liver cell necrosisin males at 200 ppm.
Again, there was no indication of carcinogenic potential in rats.
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B.6.5.3 Carcinogenicity, mouse

Report: Mellert, W.; Deckardt, K.; Kittler, K. and Hildebrand, B. 1999(g):
BAS 500 F - Carcinogenicity study in B6C3F1 mice. Administration
in the diet for 18 months.

BASF AG, Ludwigshafen/Rhein, Germany; BASF RegDoc#
1999/11871, unpublished.

Test Material: Pyraclostrobin; batch No. 27882/191/c; purity: 97.09%.

Test Animals: B6C3F1/CrIBR mice (supplied from Charles River Lab., USA).
GLP: Yes.

Test Method: EEC 87/302, OECD 451, EPA 83-2, Japan/MAFF.

Deviations: None (OECD 451 considered).

Acceptability: The study is considered to be acceptable.

Material and Methods:

Pyraclostrobin was administered to groups of 50 male and 50 female B6C3F1 mice at dietary
concentrations of 0, 10, 30 and 120 ppm and additionally 180 ppm (females only) for
18 months.

Food consumption and body weight were determined once a week during the first 13 weeks,
thereafter at 4-week intervals. A check of the general state of health of the animals was made
at least daily. Additionaly, the animals were examined in detail and palpated once a week.
Blood smears were prepared after 12 months and 18 months, and from all animals killed in
extremis. After 18 months of treatment, the animals were subjected to gross-pathological
assessment, followed by histopathological examinations.

Statistical analysis of the results was based on the Dunnett’s test (two-sided), the F-test
(ANOVA, two-sided), the Kruskal-Wallis test (two-sided) and the Wilcoxon test.

Findings:
The stability of the test substance, the homogeneous distribution, stability and correct
concentration of the test substance in the diet were confirmed by analysis.

Table B.6.5-6: Carcinogenicity mouse: Test substance intake

Dietary dose level (ppm) Test substance intake (mg/kg bw/d)
Males Females
10 14 1.6
30 4.1 4.8
120 17.2 20.5
180 - 32.8

There was no test substance related increase in mortality or clinical signs of toxicity in this

study.



-124 -

Pyraclostrobin — Annex B.6: Toxicology and metabolism 01 August 2001
TableB.6.5-7: Carcinogenicity mouse: Clinical findings
Par ameter Sex Dietary dose level (ppm)
0 10 30 120 180
Body weight, day 91 (g) m 34.2 334 33.2 32.1**
f 27.3 26.9 28.4 27.1 26.8
Body weight, day 371 (g) m 43.1 41.6 425 40.3**
f 38.7 38.2 39.9 38.1 35.8*
Body weight, day 546 (g) m 43.1 38.9** 39.7** 37.6*
f 39.0 35.7** 36.7 35.3** 34.0%*
Food consumption, day 546 (g/animal/day) m 5.8 4.8%* 51 4.8**
f 6.2 4.6** 4.6** 5.0** 5.2%*

Anova + Dunnett’ s test *p<0.05; **p<0.01

After 90 days, body weight and body weight change were significantly reduced at 120 ppm in
males only. After one year, this effect was observed at 120 ppm in males and 180 ppm in
females.

In the second year, body weight and body weight