





























Fenoxycarb 02/2006

Section A6.9 Neurotoxicity Studies
Annex Point ITTA VI.1 6.9 Investigation of cholinesterase activity in rats
Official
1 REFERENCE use only
1.1  Reference I (1°%2), Effect Of Ro 13 5223/000 (IGR) On Plasma
Cholinesterase In Rats.
, Report No. B-
46202, 10 August 1982 (unpublished).
1.2 Data protection Yes
1.2.1  Data owner Syngenta
1.2.2  Companies with ]
letter of access
123 Criteria for data |
protection I ————
2  GUIDELINES AND QUALITY ASSURANCE
2.1  Guideline study This was an investigative study with no applicable guidelines.
22 GLP Yes
2.3  Deviations Not applicable
3  MATERIALS AND METHODS
3.1  Test material Fenoxycarb (Ro 13-5223/000)
3.1.1  Lot/Batch number | N
3.1.2  Specification
3.1.2.1  Purity [ ]
3.1.2.2  Stability not reported
3.2  Test Animals
321  Species Rat
3.2.2  Strain I i (SPE)
3.23  Source not reported X
324  Sex Q
3.2.5  Age/weight at not reported X
study initiation
3.26  Number of animals 10
per group
3.2.7  Control animals Yes
3.3  Administration/ Oral
Exposure
3.3.1  Postexposure 24h
period
332 Type Gavage
3.33  Concentration 5000 mg fenoxycarb/kg bw
3.3.4  Vehicle Sodium-carboxymethylcellulose (5 g), Tween 80 (4 ml.), benzyl alcohol

(5 mL), NaCl (9 g), made up to 1000 ml. with distilled water
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Fenoxycarb 02/2006
Section A6.10 Mechanistic Studies
Annex Point ITTA VL7 6.10 Investigation of hepatic enzyme induction in mice
Official
1 REFERENCE use only
1.1  Reference (1996a), CGA 114597 tech.(Fenoxycarb) - Effects On
Biochemical Liver Parameters Following Dietary Administration To
Male And Female Mice.
[
Report No. CB 95/36, 15 January 1996 (unpublished).
1.2 Data protection Yes
1.2.1  Data owner Syngenta
122 Companies with |
letter of access
123 Crieria fordata |
protection [
2 GUIDELINES AND QUALITY ASSURANCE
2.1  Guideline study This was an investigative study with no applicable guidelines.
22 GLP No
2.3 Deviations Not applicable
3  MATERIALS AND METHODS
3.1  Test material Fenoxycarb (CGA 114597) technical
3.1.1  Lot/Batch number |
3.1.2  Specification
3121 Purity I
3.1.2.2  Stahility Analysis of the diets showed that the achieved concentrations, stability
and homogeneity of fenoxycarb in the diet were satisfactory.
3.2  Test Animals
3.2.1  Species Mouse
3.2.2  Strain Tit:MAGI(SPF)
323  Sex 3+
324  Age/weight at Young adult
study initiation
3.2.5  Number of animals 20
per group
3.26  Control animals Yes
3.3  Administration/ Oral
Exposure
3.3.1  Postexposure 28 days (recovery group only)
period
332  Type Dietary
3.3.3  Concentration 0, 50, 500 and 2000 ppm =
0, 10.1, 92.9 and 365.0 mg/kg bw/day for &
0, 10.0, 91.7 and 361.6 mg/kg bw/day for ¢
334  Vehicle None
335  Control Plain diet
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Section A6.10 Mechanistic Studies
Annex Point ITTA VL7 6.10 Investigation of enzyme induction in murine lung
Official
1 REFERENCE use only
1.1  Reference B (1°90b), CGA 114597 tech. (Fenoxycarb) - Effects On
Biochemical Lung Parameters Following Dietary Administration To
Male And Female Mice.
-}
Report No. CB 95/46, 7 June 1996 (unpublished)
1.2 Data protection Yes
1.2.1  Data owner Syngenta
122 Companies with |
letter of access
123 Crieria fordata |
protection [
2 GUIDELINES AND QUALITY ASSURANCE
2.1  Guideline study This was an investigative study with no applicable guidelines.
22 GLP Yes
2.3  Deviations Not applicable
3  MATERIALS AND METHODS
3.1  Test material Fenoxycarb (CGA 114597) technical
3.1.1  Lot/Batch number |
3.1.2  Specification
3121 Purity I
3.1.2.2  Stahility Three sub samples of each concentration of the test substance in the diet
were analysed for content and homogeneity. The actual test substance
concentrations in the diet were 55.7, 527 and 2142 ppm which
correspond to 111%, 105% and 107% of the respective nominal values,
and thus met the usual quality standard which allows deviations of 25%
from the nominal value. For each concentration, the deviation of
individual values was within + 15% of the mean value and therefore the
diet batches were considered homogenous.
In a previous study , 1993}, the test substance was shown to
be stable in pelleted diet at concentrations of 10, 100, 1000 and 20000
ppm for at least 5 weeks when stored at room temperature.
3.2  Test Animals
3.2.1  Species Mouse
3.2.2  Strain Tit:MAG{(SPF)
323 Sex 3+9
324  Age/weight at Young adult
study initiation
3.2.5  Number of animals 20
pet group
3.2.6  Control animals Yes
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Fenoxycarb 02/2006
Section A6.10 Mechanistic Studies
Annex Point ITTA VL7 6.10 Investigation of DNA replication in murine lung and liver
Official
1 REFERENCE use only
1.1  Reference (1996), CGA 114597 tech. - Assessment Of Replicative DINA
Synthesis In The Lung And Liver Of Male Mice Treated For 7, 14 And
42 Days. Investigation Of The Reversibility In A 42-Day Treatment/28-
Day Recovery Experiment.
]
Report No. CB 95/03, 25 May 1996 (unpublished)
1.2 Data protection Yes
1.2.1  Data owner Syngenta
122 Companics with |
letter of access
123 Crieria fordata |
proteetion .
2 GUIDELINES AND QUALITY ASSURANCE
2.1  Guideline study This was an investigative study with no applicable guidelines.
22 GLP Yes
2.3  Deviations Not applicable
3  MATERIALS AND METHODS
3.1  Test material Fenoxycarb (CGA 114597) technical
3.1.1  Lot/Batch number |
3.1.2  Specification
3.1.2.1  Purity ]
3.1.2.2  Stahility The test substance was demonstrated to be stable in the dosing vehicle
in a previous study. (%55 for the period of use during the
study. The test substance was shown to be stable in pelleted diet at a
concentration of 5000 ppm for 7 weeks when stored at room
temperature and thus covered the period of use in this study. Three sub
samples of each concentration were analysed for content and
homogeneity of the test substance. The test substance concentrations in
the diets were found to be 49.5, 452 and 1747 ppm, which corresponds
to 99.0, 90.4 and 87.4% of the nominal value and thus met the usual
quality standards, which allow deviations of +25% from the nominal
values. For each concentration, the deviation of the individual values
was within 15% of the mean value and therefore the diet batches were
considered to be homogenous.
3.2  Test Animals
3.2.1  Species Mouse
3.2.2  Strain Tit:MAG{(SPF)
323 Sex 3
324  Age/weight at Young adult
study initiation
3.2.5  Number of animals 5
per group
3.26  Control animals Yes
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Table A6_10-1: Intergroup comparison of histopathology of the liver — incidences (n=5) of selected
findings
Group/Finding Dietary fenoxycarb concentration (ppm)
0 50 500 2000
7-day treatment
Hypertrophy hepatocellular 0 - - 3
14-day treatment
Hypertrophy hepatocellular 0 1 0 4
42-day treatment
Hypertrophy hepatocellular 0 0 1 3
42-dav treatment/28 day recovery
Hypertrophy hepatocellular 0 - - 0
Intraperitoneal injection BHT 0 (control) 400 mg/kg bw
Hypertrophy hepatocellular 0 0
Table A6_10-2: PCNA-analysis of the liver
Labelling index of hepatocytes in percent — mean (number of animals examined)
Group Control Fenoxycarb Fenoxycarb Fenoxycarb BHT
50 ppm 500 ppm 2000 ppm 400 mg/kg bw
7 days treatment 0.59 - - 0.92 -
4) (5
p=0.055
14 days 041 0.50 0.74 0.72 -
treatment (5) (5) (5) (5)
p=0.111 p=0.016 p=0.075
42 days 0.20 nr. nr. 0.22 -
treatment (5 (5
p=0.274
42 days 0.35 - - 0.35 -
treatment / 28 %) (5)
days recovery p=0.579
BHT, single 0.59 - - - 0.85
intraperitoneal (5) )
injection + 7 p=0.278
days

p = p-value of one sided Mamn-Whitney —Test

n.r. = examination not requested.
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Table A¢_10-3: PCNA-analysis of the lung, alveolar compartment

Cells of the alveolar compartment

Labelling index (%) — mean (number of animals examined)
Group Control Fenoxycarb Fenoxycarb Fenoxycarb BHT
50 ppm 500 ppm 2000 ppm 400 mg/kg bw
7 days treatment 0.92 - - 0.33 -
(5) (5)
p=10
14 days treatment 0.53 0.77 0.74 0.86 -
(5) (5) 5) (5)
p=0.345 p=0.275 p=0.155
42 days treatment 0.49 0.97 0.79 0.61 -
(5) (5 5) (5)
p=0.008 p=0.075 p=0.210
42 days treatment 0.68 - - 0.84 -
/ 28 days (3) {(3)
recovery p=0.345
BHT, single 0.73 - - - 3.45
intraperitoneal (5) {3
injection + 7 days p=0.004

p = p-value of one sided Mann-Whitney -Test
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Fenoxycarb 02/2006
4Section A6.10 Mechanistic Studies
Annex Point ITTA VL7 6.10 In-vitro metabolism by liver and lung
Official
1 REFERENCE use only
1.1  Reference (1997), CGA 114597 (Fenoxycarb) - In Viire Metabolism
By Liver And Lung Of Mouse, Rat, Marmoset And Man.
.
B Kcrort No. CB 95/45, 26 September 1997 (unpublished)
1.2 Data protection Yes
1.2.1  Data owner Syngenta
1.2.2  Companies with
letter of access
1.2.3  Criteria for data
protection
2 GUIDELINES AND QUALITY ASSURANCE
2.1  Guideline study This was an investigative study with no applicable guidelines.

2.2
2.3

31
3.1.1

8114
3.1.2

3.1.2.1
3.1.2.2

313

GLP

Deviations

Test material

Non-labelled
parent compound

Lot/Batch number
Specification
Purity

Stability

Labelled parent
compound

No
Not applicable

3 MATERIALS AND METHODS

Fenoxycarb (CGA 114597 tech.)

In a previous study (R 1°°3)- the test article was shown to be
stable in pelleted diet at concentrations of 10, 100, 1000 and 20000 ppm
for at least 5 weeks when stored at room temperature.

Three sub samples of the control and pre-treated food were analysed for
content and homogeneity of the test substance. The actual mean test
article concentration in the diet was found to be 5323 ppm, which
corresponds to 106.5% of the nominal value and thus met the usual
quality standards that allow deviations of +25% from the nominal value.
The deviation of individual values of three samples of the food was
within +15% of the mean value and, therefore, the diet batch was
considered homogeneous.

OO/\/NYO\E/

Label A: ethyl[2-(4-((ring-U-"*C)phenoxy)phenoxy)ethyl|carbamate
(labelled in the A-ring)

Batch: JAK-XTI-6, chemical purity: ] %. radiochemical purity %
Label B: ethyl[2-(4-phenoxy((ring-U-""C)phenoxy))ethylcarbamate
(labelled in the B-ring)

Batch: JAK-XTI-4, chemical purity: i %, radiochemical purity ] %
Label E: ethyl-1-"*C[2-(4-phenoxyphenoxyjethyl]Jcarbamate (labelled at
the a-carbon of the ethyl group of the ethyl carbamate moiety)
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Fenoxycarb 02/2006
Section A6.10 Mechanistic Studies
Annex Point ITTA VL7 6.10 In-vitro metabolism by liver microsomes

1.1 Reference

1.2 Data protection

1.2.1 Data owner

1.2.2  Companies with
letter of access
1.2-3 Criteria for data

protection

21 Guideline study
22 GLP

2.3 Deviations

3.1 Test material
3.1.1 Lot/Batch number
3.1.2  Specification

3.1.2.1 Purity
3.1.2.2 Stability
3.2 Test procedure

Official
use only

1 REFERENCE

1998), CGA 114597 tech. (Fenoxycarb) - In Viiro
Formation Of Urethane From Fenoxycarb By Liver Microsomes Of
Mouse And Man.

I
I cooit No. CB 97/16, 11 June 1998 (unpublished)
Yes

Syngenta

2 GUIDELINES AND QUALITY ASSURANCE

This was an investigative study with no applicable guidelines.
No

Not applicable

3 MATERIALS AND METHODS
Fenoxycarb (CGA 114597 tech.)

Liver microsomal fractions of control mice (Tif:MAGf) and of mice pre- X
treated with 2000 or 5000 ppm fenoxycarb in the diet, as well as

microsomal fractions from three human kidney donor livers (KDL 18,

23 and 24 were used. These microsomal fractions originated from the
preceding ir vitro metabolism study (R 1997). and were shown

to be metabolically active using a model substrate as well as with

fenoxvearb.

Microsomes were incubated with fenoxycarb (*C-radiolabelled for
some experiments) at a concentration of 100 pmol/L in the presence of
an NADPH-regenerating system. The incubations consisted of liver
microsomes (normally 3 mg/ml. protein), an NADPH-regenerating
system containing final concentrations of glucose-6-phosphate-
dehydrogenase (5 pg/mL), NADP (1.31 mmol/L)}, glucose-6-phosphate
(8.04 mmol/L.) and MgCl, (100 mmol/L.) and fenoxycarb (100 pmol/L)
in a total volume of 800 pL. Incubations were performed at 37°C and the
reaction was stopped with 5% perchloric acid.

Urethane formation was determined by GC-MS. Propyl carbamate was
added as internal standard to the acidified reaction mixture and the
protein was precipitated by centrifugation. The supernatant was applied
onto a CHEM ELUT solid phase extraction cartridge. The cartridge was
washed twice with 4 mL of petrolenm ether and urethane and propyl
carbamate were eluted with 2 times 4 mL of dichloromethane. To the
combined eluate, 500 ul. of toluene were added and subsequently
evaporated to a volume of 150 to 500 plL in a evaporating centrifuge.
The analysis was performed by GC-MS, after electron impact ionisation
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Fenoxycarb 02/2006
Section A6.10 Mechanistic Studies
Annex Point ITTA VL7 6.10 Investigation of DNA-adduct formation in mice
Official
1 REFERENCE use only
1.1  Reference (1998), CGA 114597 tech. (Fenoxycarb) - Investigation
Of The Formation Of Urethane-Derived DNA Adduets In Male Mice.
|
I Kcport No. CB 96/48, 16 March 1998 (unpublished)
1.2 Data protection Yes
1.2.1  Data owner Syngenta
1.2.2  Companies with
letter of access
1.2.3  Criteria for data
protection
2 GUIDELINES AND QUALITY ASSURANCE
2.1  Guideline study This was an investigative study with no applicable guidelines.

2.2
2.3

31
3.1.1

3.1.2
313
3.1.3.1
3:1:32

315
3.1.6
3.1.6.1
3.16.2
3.1.7

3.2

GLP

Deviations

Test material

Non-labelled
parent compound

Lot/Batch number
Specification
Purity

Stability

Labelled parent
compound

Lot/Batch number
Specification
Purity

Spec. activity

Reference
compound

Test procedure

Yes
Not applicable

3 MATERIALS AND METHODS

Fenoxycarb (CGA 114597 tech.)

.

.

Analysis of diet and dosing suspensions for achieved concentration and
homogeneity was satisfactory. The test article was found to be

homogeneously distributed in the diet at a mean concentration of 2127 +
37 ppm (106% of the nominal concentration, n=3).

[Ethyl-1-"C]-fenoxyearb
IL.8-152.1C (purified batcHy—

Radiochemical purit vyl
0.172 MBg/mg (51.8 GBg/mol)

1-*C-urethane (1-14C—ethyl carbamate); batch CFQ9823; radiochemical
purity 98.9%; spec. radioactivity 3.65 MBg/mg (325 GBg/mol)

Two groups of eight voung adult male Tif:MAG{(SPF), hybrids of
NIHXMAG mice, were treated with either a single oral dose of 440
mg/kg body weight [*C]-fenoxycarb labelled at the ethylcarbamate side
chain or 20 mg/kg body weight ["*Cl-urethane. In order to mimic the
pharmacokinetic situation of a long term bioassay, i.e. under conditions
where an auto induction of the metabolism of fenoxyearb has been
demonstrated, a third group of eight mice was pretreated for 14 days
with unlabelled fenoxycarb at a concentration of 2000 ppm in the diet,
followed by a single oral dose of 440 mg/kg body weight [**C]-
fenoxvearb 2 days after cessation of pretreatment. All animals were
sacrificed 24 hours after the administration of the radiolabel. An
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Fenoxycarb 0272006

Remarks

Table A7_1_1_1_2-1: Photolysis of fenoxycarb (1 mg/L) in buffer solution, unsensitized, in % of applied
radioactivity

FHIACkHil DhASY Aqueous | Volatiles Overall radio-

Time [min] Fenoxycarb | CGA204847 | tg;'l}ggucts phase (COy) recovery

0 98.6 0 0.5 0.3 0.0 99.4

120 73.1 6.0 22.5 3.0 0.0 104.6

180 624 83 29.6 4.9 0.2 105.4

240 553 77 36.7 6..9 0.3 106.9

300 42.3% 11.6% 403% 7.0 0.4 101.6

360 352 123 473 8.0 0.7 103.5
360+ 98.7 17 17 0.0 102.1

*Average of duplicate samples
** Dark control sample
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Table A7 1 1 2 1-1: Results of testing biodegradability of fenoxycarb

Test solution with 10 mg/l Test solution with 20 mg/1
Time C(», generated TCO, [%] * CO, generated TCO, [ %] *
[days] [mg] (= % biodegradation) [mg] (= % biodegradation)
4 0 0 0 0
8 1.17 1.3 1.17 0.7
14 9.36 10.8 4.02 23
17 22.35 257 6.28 3.6
22 39.85 459 9.64 5.5
27 50.68 58.3 13.03 7.5
31 55.18 63.5 13.20 7.6
34 62.17 71.5 20.52 11.8
36 68.03 78.3 - -
38 - . 3374 19.4
41 - - 38.49 22.1
43 . - 42.14 24.1

* TCO;: percentage of total CO, the test substance has generated in relation to the ThCO,
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A7 1 2 2 2-1: Water/sediment characteristics of microcosm tanks

Table A7 1 2 2 2-2: Theoretical fenoxycarb direct overspray rates corresponding to the test

Sediment characteristics:

sand [%]: 60-72
silt [%]: 6-20

clay [%]: 16- 26
pH 8.3-85
organic carbon [%]: 03-04

Texture Sandy loam - sandy clay loam
‘Water characteristics

pH 8.6-10

Calcium hardness [mg CaCO4/] 24 -78

DOC [mg/] 8.5-16

Temperature [°C] 19-29

concentrations of the microcosm study

Dose level Test conc. in Field application rate direct overspray
tanks [g as/ha]
[ng asd] 150 cm water depth | 30 cm water depth
D1 0.014 0.21 0.042
D2 0.041 0.615 0.123
D3 0.123 1.845 0.369
D4 0.37 5.55 1.11
D5 1.11 16.65 333
Do 3.33 49.95 9.99
D7 10 150 30
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