









































Fenoxycarb 02/2006
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CA-Figure A6.3 1.1: Summary of haematology parameters (laken from original study report)
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CLINICAL BIDCHEMISTRY sSUMMAaRY
MaLES
ELLCOSE  LREA CREATININE BILI. I.  BILL. DIR. [HOLEST.T, ASAT{RODY ALATIBRT)
mol/l mrol/1 umalfl wmol/L umal/1 s/l utat/l wat/]
AFTER 28 DAYS
BROUP 1 5.43 408 kil 3.0 1.0 2.03 1.39 483
GROUP 2 .04 837 " 3.2 1.0 204 135 0.74
GROUP 3 5.87 5.94 k74 2.7 1.0 189 1.38 6.73
GROUP 4 bR ] 4.32 2 kR 0.8 182 131 - [V}
GRMP 5 b.22 7.2+ 2 1.8 1.0 2.03 130 077
LIH aLF 657 CALCIUM  PHOSPHORUS SODIUM POTASSIUN  CHLDRITE
wat/l akat/l nfat/i mrol/L mmal/1 mol/l mol/l mal/l
AFTER 28 DAYS
GROUP 1 2.3 4,07 84.81 2.55 .22 140.8 3% 115.4
GROVP 2 2.97 412 59.80 2.5 2.3 1412 112 {148
GROUP 3 2 4.8 70.01 2.54 .2 1419 10 114.2
GROP 4 2.5 4.53 4655 .53 .13 JLIN 198 115.8
GROUF S5 3.0 ER R 55.75 .62 .7 142.3 + 1.09 146.5
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CLINICAL BIOCHEMISTRY SuUurMrmary
FEMALES
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GROUP 3 i 7.95 H 2.3 i.0 2.0t 1.23 0.67
GROUP 4 5.87 1.2 n 2.5 1.z .0 L2 ¢.68
BROUP 5 £.31 # 7.24 2 3.1 11 .44 142 6.1
i LR 56T CALCTER FROSPHORUS  SODLUM POTASSIUN  CHLOR1DE
wfat/l /L nkatsl re0lfL nmolll mmol/l orol/[ malsl
AFTER 28 TaYS
GROUP 1 2,58 1.% 85.48 2.5 1.78 141.6 .77 117.4
GROUP 2 2.47 2.24 70.48 2.50 1.78 1425 19% 118.0
GROUP 3 2.4 2.8 56.49 2.51 1.88 1416 3.84 115.7
SROUP 4 2.8 2,79 ¢ £1.35 .52 1.5 1427 1% 1454+
GROUP S5 1.24 3.04 4 68.35 271+ 1.93 .o 188 14319 +
ALBUBIK  PROJEIN T. GLOBLIN  &/6 RATIO
3/l /1 o/l
AFTER 2 DAYS
SROUP 1 KER 78.0 7.0 0.9
GROUP 2 2.3 44.8 ¢ .6 0.5
ERDUP 3 B4 §7.2 3.8 100
GROUP 4 4.2 4.7 = REs 1.08»
EROUP 5 0.5+ 1.3 7.8 1.0

CA-Figure A6.3_1.2: Summary of clinical biochemistry parameters (taken from original study report)
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Table A¢_3-3.1: Inhalation atmospheres as measured in the breathing zone of the animals

Nominal dose level of fenoxycarb (mg/L air)

Parameter 0 (Ethanol only) 0.01 0.1 1.0
Analytical concentration 0 0.010 0.103 1.131
(mg/L/air)
Gravimetric concentration 0.0015 £0.001 0.011 £0.002 0.099 £ 0.009 1.05+0.10
(mg/L/air)
MMAD; GSD Mean % of aerosol sampled collected on the 3 um stage or less =974 £ 1.91
Particles > 3 pm (% w/w) 2619
Particles 1.6-3 pm (% w/w) 13.9+£8.1
Particles 0.3-1.6 um (% w/w) 709183
Particles < 0.3 pm (% wiw) 12.6£9.6
Flow rate (individual tube) 1.25 L/min/animal
Temperature [°C] 20-22.8

Humidity

Measurement discontinued as solvent was affecting sensor

Oxygen content [%]

20.8

Table A6_3-3.2: Intergroup comparison of bodyweights (g) (selected timepoints)

Nominal dose level of fenoxycarb (mg/L air)
Males Females
Week 0 0.01 0.1 1 0 0.01 0.1 1
4 285 284 278 269 213 214 215 211
5 297 294 291 277 218 215 216 213

Table A6_3-3.3: Intergroup comparison of food consumption (g/animal/day) (selected timepoints)

Nominal dose level of fenoxycarb (mg/L air)
Males Females
Week 0 0.01 0.1 1 0 0.01 0.1 1
3/4 20.9 22.1 21.7 193 15.7 16.2 16.0 17.1
4/5 21.8 22.6 22.8 199 16.1 16.8 15.6 16.9
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Section A6.5 Chronic Toxicity
Annex Points ITA VL.6.5 6.5 One-year oral toxicity study in the dog
Table A6 5.1: Intergroup comparison of bodyweights (kg) - (selected timepoints)
Dose level of fenoxycarb (mg/kg bw/day)
Males Females
Week 0 25 80 260 0 25 80 260
0 12.6 10.9 12.0 10.8 9.3 10.5 11.3# 10.7
o 12.6 11.3 12.3 10.54# 9.4 10.5 113 # 10.3
12 14.2 12.7 13.5 113 # 10.6 11.3 12.6 10.5
24 17.1 13.8 14.7 11.8 # 11.2 12.4 13.2 11.1
36 17.4 14.7 15.3 11.9# 11.7 12.6 13.9 11.3
48 19.1 15.5 16.2 11.8# 12.6 13.4 15.7 11.2
33 19.3 15.1 16.1 11.5# 12.3 13.6 14.9 11.1
# Statistically significant difference from control group mean
Table A6_5.2: Bodyweight gain as % of initial weight during 365 days
Sex Dose level of fenoxycarb (mg/kg bw/day)
0 25 80 260
Males 33 39 34 6
Females 32 30 32 4
Table A6_5.3: Calculated total food consumption for 365 days per group (kg) and daily per dog (g/day)
Dose level of fenoxycarb (mg/kg bw/day)
Sex 0 25 80 260
Males:
per group 365 days (kg) 481.3 443.0 456.4 416.7
per dog (g/day) 330 303 313 285
Females:
per group 365 days (kg) 405.2 399.8 426.0 405.1
per dog (g/day) 278 274 292 278
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Section A6.6.2

Annex Point ITA VL.6.6.2

Genotoxicity in vitro

6.6.2 In-vitro mammalian chromosome aberration test in CHO cells

Table A6_6-2.1: Mitotic Index ( % of control) of CHO cells treated with fenoxycarb

Original study

Confirmatory study

Experiment 1 2 Experiment 1 2 3 4
Metabolic - + Metabolic - + - +
activation activation

Treatment (h) 21 3 Treatment (h) 21 3 45 3

Recovery (h) 0 18 Recovery (h) 0 18 0 42

Fenoxycarb Fenoxycarb
0.8 pg/ml. a -- 94 pg/ml. 99.0 -- 739 --
1.6 pg/ml. a -- 10.0 ug/mL - a a
3.1 pg/mL 109.52 -- 12.5 ug/mL 72.1 -- 37.2 --
6.3 pg/mlL 96.03 -- 15.0 ug/mL - a - a
9.8 pg/ml. -- 65.78 18.8 pg/mlL 76.8 -- 35.8 --

12.5 pg/ml 89.68 -- 20.0 pg/ml. -- 84.7 105.6

19.5 pg/ml. -- 49.78 25.0 pg/mL 253 -- 7.4 --

25.0 pg/mlL 50.79 -- 30.0 pg/mL -- 864 -- 107.5

39.1 pg/mL -- 93.78 37.5 ug/mL 8.4 -- 8.1 --

50.0 pg/mlL 0.79 -- 40.0 ug/mL -- 77.0 -- 97.7

78.1 pg/ml -- 10.67 50.0 pg/mlL b -- b --

100.0 pg/mL b -- 60.0 pg/mL -- 33.2 -- 37.9
156.3 pg/mL -- b 80.0 pg/mL -- 9.4 -- b

2000 cells were scored

concentrations with frame ([_]) were used for chromosome anal ysis

- no cultores at this concentration
a  when three subsequent concentrations with a frequency of 70% mitosis or more in relation to the solvent control are

found, the evaluation of the lower concentrations is omitted.
b no cells scored due to toxicity.
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Table A6_6-2.2: Percent incidence of specific chromosomal aberrations in CHO cells treated with

fenoxycarb
Experiment Original 1 |Confirmatory|Confirmatory] Experiment Original 2 |Confirmatory|Confirmatory
1 3 2 4
Without metabolic activation With metabolic activation
Treatment (h) 21 21 45 Treatment (h) 3 3 3
Recovery (h) 0 0 0 Recovery (h) 18 18 42
Neg. control 2.5 4.0 2.5 Neg. control 2.0 2.5 3.0
Fenoxycarb Fenoxycarb
6.3 ug/ml. 3.5 9.8 ug/mlL 25
9.4 ng/mL 3.5 19.5 ug/mL 2.0
12.5 ug/mL 1.0 4.5 4.0 30.0 pg/mL 4.0 4.0
18.8 pg/mlL 3.5 3.5 39.1 pg/mlL 3.0
25.0 pg/ml 3.5 3.5 40.0 pg/mL 4.0 1.0
60.0 ug/mL 5.5 5.0
Pos. control 74055 E 680 2 Pos. control 72.(%nx b 56,0 P

not scored

b

2 Mitomycin-C, 0.2 pg/ml.
Cyclophosphamide, 20 pg/ml.
ek p < 0,001 (Chi-square test)

200 cells with well spread metaphase figures were scored, except for positive controls where 50 cells were scored
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Section A6.6.4 Genotoxicity in vivo
Annex Point ITA V1.6.6.4 6.6.5 In vivo micronucleus test in murine bone marrow
Organ Dose group Tail length [pm, mean* £ SD]
3h 8h 24 h
Liver Neg. control 3417 £3.24 3458 £2.33 3477 +£1.80
OPP
250 mg/kg 40.02 £ 0.84 32.63 +3.56 3530 +4.51
2000 mg/kg 35.93 +£3.70 3198 £2.14 36.80 +3.33
EMS 400 mg/kg 48.60 £4.58 48.72 £3.57 4530+ 1.87
Kidney Neg. control 23.23+1.99 23.48 + 0.87 20.56 + 045
OPP
250 mg/kg 2093 +1.11 2176 £1.02 21.65+2.57
2000 mg/kg 19.71 £1.00 21.54 +1.35 2327 £3.37
EMS 400 mg/kg 34.60 + 2.25 3390+2.11 3275+4.05
* 100 cells evaluated
Table A6_6_4-2. Table for Cytogenetic In-Vivo-Test: Cytotoxicity
State mean + standard deviation negative positive
state individual numbers for critical findings control 250 2000 control
Number of cells evaluated 100
Cytotoxicity: Liver cells
Sacrifice Time: 3h Absolute Viahility” 79.0 £ 8.04 77.6 £5.04 76.2+ 5.06 74.9 £ 3.16
Relative Viability” [%] 100 98.1 96.4 94.8
Sacrifice Time: Sh Absolute Viability” 81.0 £ 5.48 77.0 £ 2.27 73,5+ 1.30 78.1 £ 4.68
Relative Viability” [ %] 100 95.1 90.8 96.4
Sacrifice Time: 24h | Absolute Viability® 82.9+3.601 77.7 £ 4.96 742+ 1.72 72.3+£9.77
Relative Viability” [ %] 100 93.7 89.5 87.2
Cytotoxicity: Kidney cells
Sacrifice Time: 3h Absolute Viability” 923+ 1.56 91.6 + 2,758 86.2 £ 6.37 89.9 + 2,53
Relative Viability” [%] 100 99.2 93.4 97.4
Sacrifice Time: 8h Absolute Viahility” 92,7 £ 2.86 9131211 90.1 * 2.69 93.9 £2.31
Relative Viability” [%] 100 08.5 97.2 101.3
Sacrifice Time: 24h | Absolute Viability® 92.5 +1.63 925+ 1.73 90.0 + 1.87 93.3+243
Relative Viability” [ %] 100 100 97.3 100.9
# = mean viability of cell preparation per dose group after perfusion
P = relative to negative control animals
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Fenoxycarb 02/2006
Table A6 7-4: Intergroup comparison of incidence of selected macroscopic findings
Dietary concentration of fenoxycarb (ppm)
Males Females

Findings 0 10 50 500 2000 0 10 50 500 2000
Lung nodules 7 8 12 17 1 6 8

masses 0 3 4 1 1 4
Liver enlarged 2 1 4 16 4 6 14

masses 18 13 20 26 38 4 2 6 5
Spleen enlarged 8 12 19 24 26 34 31 29 33 32
Ovaries enlarged - - - - - 7 6 3 5 1

Table A6_7-5: Intergroup comparison of incidence of selected non-neoplastic microscopic findings

Dietary concentration of fenoxycarb (ppm)
Males Females
Findings 0 10 50 500 | 2000 0 10 50 500 | 2000
Number of tissues examined 50 50 50 50 50 50 50 49 50 50
Liver Focus of cellular 5 1 7 2 9 2 4 3 3 7
change
Fatty change 39 33 39 26 30 42 34 28 15
Adrenal  Cortical atrophy 33 25 19 26 15 0 0 0 0 0
Bone Fatty atrophy 0 0 0 0 0 36 30 26 23 16
Marrow
Pancreas Faity atrophy 0 0 1 0 0 6 3 2 2 0
Ovary Atrophy - - - - - 19 18 22 26 31
Table A6_7-6: Intergroup comparison of incidence of selected neoplastic microscopic findings
Dietary concentration of fenoxycarb (ppm)
Males Females

Findings 0 10 50 500 | 2000 0 10 50 500 | 2000
Number of tissues examined 50 50 50 50 50 50 50 49 50 50
Lung  Adenoma 8 8 4 14 16 1 5 4 6 11

Carcinoma 1 3 1 10 10 2 2 2 3 9

adenoma or carcinoma 9 11 5 21 22 3 7 6 9 20
Liver  benign hepatoma 11 12 9 13 16 2 2 3 1

hepatocellular 8 4 12 17 21 1 0 2 0 2

carcinoma

benign hepatoma or 16 13 17 25 29 3 2 5 1 4

hepatocellular

carcinoma
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Section A6.8.2

Annex Point ITA VI1.6.8.2

Multigeneration Reproduction Toxicity Study

6.8.2 Oral two-generation study in the rat

1.1

1.2
1.2.1
1.2.2

1.23

21

2.2
2.3

31
3.1.1
3.1.2
3.1.2.1
3.1.2.2

3.2

3.2.1
322
323
324

Reference

Data protection

Data owner

Company with
letter of access

Criteria for data

protection

Guideline study

GLP

Deviations

Test material
Lot/Batch number

Specification
Purity
Stability

Test Animals
Species
Strain

Sex

Age/weight at

Official
1 REFERENCE use only

(1986). Ro 13-5223/000: 2 Generation Oral
(Dietary Administration) Reproduction Study In The Rat.

., Report No. 4623-161/124, September
1986 (main report), April 1992 (amendment), April 1992 (supplement),
(unpublished)

Yes
Syngenta

2 GUIDELINES AND QUALITY ASSURANCE
87/302/EEC B.35 (1988) = OECD 416 (1983) = FIFRA § 83-4

The study was performed prior to the above guideline but has been
checked for compliance with the above.

Yes
One male was housed with one female for up to 21 days but if mating did

not occur within the first 10 days of the cohabitation period, the male was
replaced with a ‘proven’ male from the same group.

Food consumed by each cage of the FO and selected F1 animals was
recorded at weekly intervals during the pre-mating (maturation) periods
only.

The uterus was preserved for possible microscopic examination but the
report dose not state whether the cervix was taken. Coagulating gland and
pituitary were not taken from FQ and F1 animals selected for mating.

The tissues and organs taken from FO and F1 males or females that failed
to mate or conceive at both pairings were not examined
histopathologically. The uterus of females that failed to litter was
examined for evidence of implantation.

The deviations are considered not to compromise the scientific validity of
the study.

3 MATERIALS AND METHODS
Fenoxycarb (Ro 13-5223/000)
T

As given in Section 2 of dossier.

Analysis of the diets showed that the achieved concentrations,
homogeneity and stability of fenoxycarb in the diet were satisfactory.

Rat

Sprague-Dawley-derived albino rats (Crl:CD (SD)BR)
3+9

S 184-187 gbw, 9: 141-145 g bw
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