

















Bayer Environmental Science

Imidacloprid

April 2006

Table A6.4.1.2/02-1: 1-year study on dogs — Clinical chemistry and liver weights

Dose 0 ppm 200 ppm S00 ppm 125072500 ppm
Week 13 26 52 13 26 52 13 26 52 13 26 52
Muales
Absolute liver 370 02,1 2970 3305
weights [g]
Cwt. P-430 [nmol’g] | - - 132 |- -- 8.2 |- - oo |- - 256
Cholesterol [mmol/L] | 345 | 369 | 413 [424 407 394 437 435 [423 [456 |4353 404
Females
Absolute liver 2685 3024 2680 3200
weights [o]
Cyt. P-430 [nmol/g - - 46 |- - 150 |- - 1850 |- - 220
Cholesterol [mmol/L] | 339 | 375 | 408 | 343 391 [3.69 417 [493 423 490 607 | 682
p =005 ++ = p= 0,01 {Dunnett-test based on pooled variance)
Docoment [11A, Section 6.4.1.2/02 Fage &
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Figure A65/01 & /02-1: Main chronic study in rats - Body weights ({mean values) males
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Figure A65/01 & /02-2: Supplement chronic study in rats - Body weights {mean values) males
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Figure A65/01 & /02-3: Main chronic study in rats - Body weights ({mean values) females
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Figure A6.5/01 & /)2-4: Supplement chronic study in rats - Body weights (mean values) females
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Table A6.5/01 & f2-1, Chronic study inrats-Absolute or gan weights after 12 months
Dose 0 ppm 100 ppm | 300 ppm | 9200 ppm
Males
Liver [mg] [4355 14559 13935 124214
Kidney [mg] 2446 2456 2457 2245
Females
Liver [mg] R4 7749 8275 13714
Kidney [mg] 1620 5349 [543 419+
p= 005 ++ =p= 001 (Mamn-Whitney + Wilcoxor Test, two-sided)
Dcenment [I1A, Section 6.3/01 to /02 Page 8
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Table A6.5/01 & /)2-2, Chronic study in rats-Hist opathological findings

Dose | week |[l ppm | 100 ppm | 300 ppm | 900 ppm | 0 ppm | 1800 ppm
Males
Thyroid: 52 310 i/10 o/ 10 /10 5/10 10 /10
mineralised
follicular colloid {04 2/350 12 /50 31/50 44/ 30 12 /50 46/ 50
Thyroid: 52 L/ 10 0/ 10
paratollicular cell
hyperplasia 104 5/50 5./50 4./ 50 6/ 50 4./50 12/ 50
[yroid: colloid 52 6/ 10 0/10
agaregation
104 41/ 50 20/ 50
Eye: retinal 52 0/10 0n/10 0/ 10 0n/10 /10 3000
degeneration
atrophy 104 15/50 |19/ 50 14/ 50 15/ 50 20 /48 29/ 49
Harderian gland: | 52 /10 0/10 0710 0/10 310 3010
porphyrin
accummulation 104 21 /50 |1/ 50 12/50 6/ 50 33750 33730
Kidney: 52 0/ 10 0/10 0010 0/10 L/ 10 0/ 10
nephropathy
104 29/ 50 30/50 25750 21 /50 29 /50 9/ 50
Females
I'hyroid: J2 /10 0/10 G/ 10 310 2710 5/10
mineralised
follicular colloid 104 L1/50 6/ 50 L1 /50 27750 3750 38/ 50
I'hyroid: 52 0/ 10 2/10
parafollicular cell
hyperplasia 104 5050 5/ 50 [0/ 50 5/ 50 550 8/ 50
Thyroid: colloid 52 2/10 0/10
agaregation
104 22/50 7/ 50
Eye: retinal 52 0/ 10 0/10 0/ 10 0/ 10 4/10 110
degeneration
atrophy 104 17/50 25750 10/ 50 23/50 27750 39/ 50
Harderian gland: | 52 0/10 0/10 0/10 0/ 10 3710 0/ 10
porphyrin
accummulation 104 0/ 350 7./30 3/50 2/30 17 /30 28/ 50
Kidney: 32 0/ 10 010 0/ 10 0/ 10 L/ 10 0/ 10
nephropathy
04 18 /50 9/50 3/50 5/ 50 12 /50 1/49
CA-Table 1 — Body weights — week 102
male female
0 ppm 432 (100 %) 272 (100 %)
100 ppm 430 {100 %) 273 {100 %)
300 ppm 428 (99 %) 266 (98 %)
500 ppm 434 (100 %) 251 (92 %)
0 ppm 433 (100 %) 268 (100 %)
1300 ppm 414 (96 %) 236 338 %)

Document IITA, Section 6.5/01t0 /02

Property of Bayer Environmental Science

Page 9
























Bayer Environmental Science Imidadoprid April 2006
(Revised September 2006)

Reliability Discuss if deviating from view of vapporteur member state
Acceptability Dizcuss if deviating from view of rapporteur member state
Remarks

Table A6.5/03 & /04-1. Chronie study in mice-Mean body weights

Dose I 0 ppm 1 100 ppm I 330 ppm I 1000 ppm [gppm 2000 ppm
Males

Week 0 20.7 2003 199 20.3 24 25
Week 13 278 27.5 271+ 26,7 3l 27+
Week 27 304 30.3 29 44+ 2894 34 2044
Week 41 313 309 31.1 207+ 37 A
Week 55 32.9 2.2 3.6 3.1+ 40 A0
Week 69 136 115 128 3.7+ 40 M
Week 83 33.9 336 336 32.54 40 A+
Week 07 M3 3314 341 2.9 30 A0+
Week 104 334 127 334 125 40 Rl
Females

Week 0 16.3 15,8 15.6 [ 5.0 21 21
Week 13 244 24.1 239 245 27 24+
Week 27 26.6 26,1 260 263 29 25+
Week 41 274 274 27.2 27.1 30 26+
Week 53 28.1 27.9 27.7 28.2 32 26
Week 69 295 289 28.6 29.1 34 27+
Week B3 202 20.2 28.5 289 34 27+
Week 97 295 20.2 20.1 29.0 32 274
Weelk 104 203 202 288 291 34 27+
fp= 0035 4+ p=0.01 (Mann-Whitney U-Test, two-tailed)

Table A6.5/03 & /04-2, Supplement chronic study in mice-Food and water intake

Dose I U ppm I 100 ppm I 330 ppm I 1001 ppm I ) ppm I 20000 ppm
Mules

Food intake 203.6 202.1 1987 208.2 192.4 2008
o/l badday]

Water intake 183.7 1878 189.0 186.6 189.2 L&

[o/kew bw/day]
Females

Food intake 296.1 3029 314.0 2744 2803 2120
[a/ke bw/day]

Water intake 2355 2310 2365 2109 246.6 | &0.7
[o/ke bwiday]
Document ITTA, Section 6.5 /03 to /04 Fage 7
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Table A6.5/03 & /04-3, Chronic study in mice-Haematology and clinical chemisiry

Dose | week 0 ppm | 100 ppm | 330 ppm | 1000 ppm | 0 ppm | 2000 ppm

Males

leuco [10°1] 52 4.6 4.6 5.1 4.3 5.7 3
f03/102 14.5 5.7* 5.8 54 7.0 53

chol [mmol 1] 54 314 3.14 297 311 144 2 55%=
104 337 3.75 391 1.62 429 7 g5=w

Females

leuco [ 10771 ] 52 4.1 4.3 4.5 38 46 2.9%=
03102 |7.7 1.5 4.1 3.2* 55 3.9
chol [mmol’L] 34 2.53 245 256 252 240 2.13*
IIE; 2.56 2.26 107 245 2.58 2
Fp=0.05;** p= 0.0] (Mann-Whitney U-Test, two-tailed)

Table A6.5/03 & /04-4, Chronic study in mice-Histopathological findings

Dose | week |'Ll ppm | 100 ppm | 330 ppm | 1000 ppm | () ppm |2000 ppm
Muales

Liver: Periacinal 104 /50 0/ 50 0/ 50 0/ 50 /50 5/49

cell hypertrophy

Brain: Thalamus 104 22/50 25/350 24750 15/ 50 17 /50 24/ 50
mineralisation {brain) {brain} {brain) {brain) {thalamus) | (thalamus)
Females

Liver: Periacinal 104 0/50 0/ 50 0/ 50 0/ 50 0/49 0/49

cell hypertrophy

Brain: Thalamus 104 12 /50 26/ 50 21750 8/ 50 14 /50 24/ 50
mineralisation {brain) {brain) {brain) brain) {thalamus) | (thalamus)

CA-Table 1: Mean body weight { % of control)

| 100ppm [ 330ppm | 1000ppm [ 2000 ppm

Males

Week O 68,1 86,1 68,1 104,2
Week 13 68,9 G1.5 86,0 §7.1
Week 27 097 86,7 85,1 79.4
Week 41 G672 7.8 83,4 81,1
Week 55 97,9 86,0 84,5 75,0
Week 69 997 97,6 84,3 75,0
Week 83 99,1 981 85,9 75,0
Week 97 96,8 98,8 85,4 76,9
Week 104 97,9 100,0 97,3 75,0
Females

Week O 06,9 85,7 08,2 100,0
Week 13 08,8 68,0 100.4 88,9
Week 27 68,1 97,7 G8.9 86,2
Week 41 100,0 GG 3 08,9 86,7
Week 55 GG 3 08,6 100,4 81,3
Week 69 08,0 86,9 08,6 79.4
Week 83 100,0 97.6 980 79.4
Week 97 99,0 98,6 G8.3 84.4
Week 104 997 98,3 GG3 79.4

Docament TTTA, Section 8.5 /03 to /04 Pape &8
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Figure A6.7/01 & /02-1: Main chronic study in rats - Body weights ({mean values) males
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Figure A6.7/01 & /02-2: Supplement chronic study in rats - Body weights {m#an values) males
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Figure A6.7/01 & /02-3: Main chronic study in rats - Body weights ({mean values) females
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Figure A6.7/01 & /)2-4: Supplement chronic study in rats - Body weights (mean values) females
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Table A6, 7/01 & fi2-1, Chronic study in rats-Absolute or gan weights after 12 months

Dose 0 ppm 100 ppm | 300 ppm | 900 ppm
Muales
Liver [mg] (4355 [ 4555 | 39335 12421+
Kidney [mg] 2446 2456 2457 2245
Females
Liver [mg] R348 7749 8275 FRIAE
Kidney [mg] [ 620 1540 1543 14191
p=005 ++=pz 001 (Mann-Whitney + Wilcoxor Test, two-sided)
Dcenment [I1A, Section 6.7 /0110/02 Page 8
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Table A6, 7/01 & /02-2, Chronic study in rats-Hist opathological findings

Dose | week Il'l ppm | 100 ppm | 300 ppm |9l.'ll] ppm | 0 ppm | 1800 ppm
Males
Thyroid: iz 310 310 b/ 10 10/10 3010 10/ 10
mineralised
follicular colloid 104 2/50 12 /50 31/50 44/ 50 12 /50 46/ 50
Thyroid: 52 L/ 10 0/ 10
parafollicular cell
hyperplasia 104 5/50 5/50 4/50 n/ 50 4/ 50 12/ 50
Thyroid: colloid 52 a6/ 10 0/10
agoregation

104 41/ 30 20/ 50
Eye: retinal i 0/10 0710 0710 0/ 10 L/ 10 3000
degeneration
atrophy 104 |5/ 50 19 /50 [4/50 |5/ 50 20748 20/49
Harderian gland: | 52 0/ 10 0/10 0/ 10 0/10 3010 3010
porphyrin
accummulation 104 21/50 Il /350 12 /50 6/ 50 33 /50 33/50
Kidney: iz 0/10 010 0/10 0/ 10 L/ 10 0/ 10
nephropathy

04 29750 30/ 50 25/50 21750 29/ 50 9/ 50
Females
Thyroid: 52 0/ 10 0/10 0010 3000 2/10 5/10
mineralised
follicular colloid 104 L1/50 6/ 30 L1/50 27/ 50 3/50 38/ 50
Thyroid: 52 0/10 2000
paratollicular cell
hyperplasia 14 5050 550 [0/ 50 5/ 50 5/50 &/ 30
Thyroid: colloid 52 2710 0/10
agaregation

104 22750 7/ 50
Eye: retinal 52 0/ 10 0/10 0010 0/10 4/10 3010
degeneration
atrophy 104 17 /50 25 /50 10/ 50 237350 27 /50 39/ 50
Harderian gland: | 52 0/ 10 010 0710 0/ 10 3710 0/ 10
porphyrin
accummulation 104 0/ 50 7/ 30 3/ 50 2/ 350 |7/ 50 28/ 50
Kidney: 52 0/ 10 0/10 0/10 0/ 10 1/10 0/ 10
nephropathy

104 18 /50 930 3/50 5/50 12 /50 1/49

Docnment IITA, Section 6.7 f01ta/02 Page 9
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Table A6.7/03 & /04-1. Chronic study in mice-Mean body weights

Dose [0 ppm | 100 ppm__ | 330 ppm [1000 ppm [ 0 ppm 2000 ppm
Mules

Week 0 20.7 20.3 199 203 24 25
Week 13 278 27.5 27.1 26,7+ 3l 27
Week 27 304 30.3 204 284 4 20
Week 41 318 30.9 3.1 20, a7 30—+
Week 55 329 323 3.6 3.1 40 30+
Week 69 336 335 328 31.7 40 30
Week 83 339 236 336 32.5 40 304+
Week 97 45 134 1 2.9 39 30+
Week 104 334 127 114 25 40 )
Females

Week 0 16.3 15.8 15.6 1 6.0 21 21
Week 13 244 24.1 239 24.5 27 24
Week 27 26.6 26.1 260 20.3 29 25+
Week 41 274 274 272 271 30 264
Week 53 28.1 27.9 27.7 28.2 32 26
Week 69 295 289 28.6 26.1 4 27
Week 83 292 202 28.5 289 34 27
Week 97 295 202 29.1 29.0 32 27
Week 104 293 202 288 29.1 34 27

Fp =005 ++ p=0.01 (Mann-Whitney U-Test, two-tailed)

Table A6.7/03 & /04-2, Supplement chronic study in mice-Food and water intake

Dose | 0 ppm | 100 ppm | 330 ppm | 1001 ppm | ) ppm | 20000 ppm
Males
Food intake 203.6 202.1 1987 208.2 192.4 2008
ok bw/day]
Water intake |83.7 1878 [89.0 [ 86.6 1892 1591
[o/ke bwiday]
Females
Food intake 296.1 3029 314.0 2744 2803 2120
[2/ke bw/day]
Walter intake 2335 2310 2365 2109 2466 150.7
ok bwiday]
Table A6.7/03 & /04-3, Chronic study in mice-Haemat ology and dinical chemistry
Dose | week Ill ppm I 100 ppm I 330 ppm | 1000 ppm I ) ppm III]{IIJ ppm
Malexs
leuco [ 1071 52 4.6 4.6 5.1 4.1 5.7 4.3"
103102 |45 5.7 58 54 7.0 5.3
chol [mmol 1] 54 314 314 297 END! 3.54 235"
104 337 3.75 391 3.62 4.29 2.85*%
Femiales
leuco [1071] 2 4.1 4.3 45 38 4.6 2.0%
103102 |77 35 4.1 32 3.5 39
chol [mmol 1] 54 2.53 248 256 2.52 240 2.13*
{04 256 226 11 245 258 2.34

*p=0.05: %=

Document ITTA, Section 6.7 /03 to /04

p=0.01 (Mann-Whitney U-Test two-tailed)
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Table A6.7/03 & /04-4, Chronic study in mice-Histopathological findings

Dose I week II] ppm | 100 ppm I 330 ppm I 1000 ppm I 0 ppm |20l'10 ppm

Muales

Liver: Periacinal 104 /50 0/ 50 0/ 50 0/ 50 0/ 50 5/49

cell hypertrophy

Brain: Thalamus 104 22/50 25/350 24750 15/ 50 17/ 50 24/ 50

mineralisation {brain) {brain} {brain) {brain) {thalamus) | (thalamus)

Females

Liver: Periacinal 104 0/50 0/ 50 0/ 50 0/ 30 0/49 0/ 49

cell hypertrophy

Brain: Thalamus 104 12 /50 26/ 30 21750 &/ 50 14/ 50 24/ 50

mineralisation {brain) {brain) {brain) brain) {thalamus) | (thalamus)
Docament ITTA, Section 8.7 /03 to /04 Pape &8
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Table A6 81401 -1: Rat developmental toxicity: Maternal effects

Dose level (mg'ke bwi/d)
FINDING
0 i 30 100
Mot pragnant 0/25 0/25 25 0/25
Live litters at sacrifica 25 25 24 25
Food consumption, Days 6-16 p.c. [g/d] 24 2232 210 6.3+
Food consumption, Days 16-21 p.e. [pid] 29 252+ 242 2764+
Body weight gain, Days 6-16 p.c. [g] 47 45 42 27
Tenminal body weight [£] 328 38 325 Alé
Gravid uterus weight [g] b ] 815 El4 T
Mean corrected weight gain %] 7.9 B 5.0 42
+ p =005 %+ pz 001 % (Dunnett test based on poolad variance)
Table A6 81 f0]1.2: Rat developmental toxicity: Litter effacts
Dose level (mg/kg bw/d)
FINDING
0 10 30 100
Corpora lutea/dam 14.4 14.8 14.7 13.7
Implantations'dam 13.6 13.3 133 12.7
Dams with =2 preimplantation losses 2 &) 5 3
Dams with =2 postimplantation losses 2 l 1 0
Mean live litter size 2.6 12.5 127 11.9
Yamales il 50 5l =,
Foetal weight [g] 4.8 4.8 4.8 4.9
Abnormalities [litters/foetuses) 0 111 0 0
Wavy ribs [ litters/Toetuses) 142 111 0 57

Docnrnert TI1A, Secticn 6,8, 1401
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