Bayer Environmental Science Imidacloprid April 2004
Table A6.8.1/02-1: Rabbit development al toxicity Maternal effects
Daose level (mg/kg bw/d)
FINDING
0 8 24 72
Found dead (indications of misgavaging) W16 016 01 216
Abortion 0/16 0/ 16 0/ 16 1714
Fotal litter resorplion 0/16 0/ 16 0/16 2/ 13
Live litters at sacrifice 16 16 16 11
Food consumption, Days 6-19 p.e. [g/d] 199 197 |88 87
Food consumption, Days 19-28 p.c. [g/d] 137 151 | 68 187
Body weight gain, Days 6-16 p.c. [g] 147 141 4o -173
lerminal body weight |g] 3740 36490 3507 3523
Gravid uterus weight [g] Ho H7 420 380
Mean corrected weight gain [%o] 59 6.5 6.0 £2
Table A6.8.1.1/02-2:  Rat developmental toxicity Litter effects
Dose level (mg/kg bw/d)
FINDING
0 8 24 74
Corpora lutea’dam 9.3 94 89 9.5
Implantations/dam 8.9 9.0 8.1 8.3
Dams with =2 preimplantation losses | 0 I 2
Dams with =2 postimplantation losses 0 l 0
Mean live litter size 8.5 8.6 19 15
%o males 47 58 45 37
Foetal weight [g] RS 24 340 il
]_.iltcrs with severely weizht-retardead 0 | 0 5
[oetuses
Abnormalities [litters/foetuses| 1/] 1/ L1 2/3
Skeletal findings - - - ossification |
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Table A6.8.2/01-1: Two-generation study in rats — Test substance intake

Test substance intake {mg/kg bw/d)
Feed concentration: 100 ppm 250 ppm 700 ppm
Generation: Fo Fl1 Fo Fl Fo Fi
Males 3-8 34 [4-20 13-23 40-35 36-08
Females (pre-mating) 7-13 o-4 17-30 16-24 48-90 45-68
Females pregnancy (A B 7 19 12 53 50
I'emales lactation™ (A} 14 15 A8 34 103 1012
Females precnancy (B) 7 7 17 17 4 47
Females lactation® (B} 14 13 36 33 a7 06
“until day 14 postpartum: (A). (B} identification of litter
Table A6.8.2/01-2: Two-generation study in rats — Parental findings (P generation)
Dose level (ppm)
FINDING
0 100 250 TO0
P Males
Food consumption, premating [2/d] 234 733 228 2.0
Body weight gain before mating [g] 245 255 23 222+
P Females
Food consumption, premating |g/d] 167 165 165 159
Food consumption. pregnancy [g'd] (A} 206 2001 (1.8 19.0
Food consumption, lactation [z/d] (.A) 404 00 430 364+
Body weight gain before mating [g] HE 115 119 104
Body weight gain., pregnancy [g] (A) 103 102 LR 14
Body weight gain. lactation [z] (A} 32 29 37 28
Producing live litter (A) 29/29 28/29 28 /30 29730
P'roducing live litter (B) 27/29 27/29 28 /30 27/30

fp = 0,03 % (Dunnett test based on pooled variance): (A), (B) identification of litter

Table A6.8.2/01-3: Two-generation siudy in rats — Parental findings (F1-generation)

Dose level (ppm)

FINDING

0 100 250 700
1 Males
Food consumption, premating [=/d] 238 249 242 230
Body weight gain before mating [z] 198 211 203 197
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Table A6.8.2/01-3: Two-generation study in rats — Parental findings (F1-generation), continued
Dose level (ppm)
FINDING
0 100 250 700
F1 Females
Food consumption, premating [2/d] 174 168 17.2 [6.0
Food consumption, pregnancy [g'd] (A) 21.8 20,7 21.7 190
Food consumption. lactation [g/d] (A) 392 414 R7 375
Body weight gain before mating [g] SR 87 86 Y
Body weight gain, pregnancy [g] {A) 96 a3 94 87
Body weight gain, lactation [g] (A) 26 M4 32 Efi
Producing Tive litter (A) 22/26 23726 22 /26 25 /26
Producing live litler (B) 24/26 20/ 26 26/26 26/26
£ p= 0.05 % (Dunnett test based on pooled variance ); (A (B) identification of litter
Table A6.8.2/01-4: Two-generation study in rats — Clinical chemistry (F1 parents)
Dose level (ppm)
FINDING
0 100 250 700
Males
Cyt. P-450 [nmol/z 293 3l 29.5 0.8+
N-Demethylase [nmol/min/g] 3262 SRR 376 3855
O-Demethylase [nmol/min/g] 8.26 8.36 7.84 11204+
Females
Cyt. P-450 [nmol/g 189 206 21.1 19.0
MN-Demethylase [nmol/min/g] 636 1427 1223+ 1529
O-Demethylase [nmol/min/g] £.91 749 BS54+ .47+
Fp =005 % ++ p=0.01 % (Dunnett test based on pooled variance)
Document ITTA, Section 6.8.2 FPage 7
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Table A6.8.2/01-5: Two-generation study in rats - Offspring findings (F1-generation)

Dose level (ppm)

FINDING
1] 100 250 700
Fi4 litters
Live litters 29 28 28 29
Mean litter size 10.7 0.5 1.6 10.7
Mean body weight at birth [g] 5.5 56 A 5.0
Mean body weight at weaning [g] 47.1 455 404 40,84
FIB litters
Live litters 27 27 28 27
Mean litter size (B 1.2 11.2 105
Mean body weight at birth [g] 5.6 5.8 3.8 3.8
Mean body weight at weaning [g] 498 s02 449, 45.0
Fp=0.05 % {Dunnett test based cn pooled variance)
Table A6.8.2/01-6: Two-generation study in rats — Offspring findings (F2-
generation)
Dose level (ppm)
FINDING
0 100 250 T00
F24 litters
Live litters 22 23 22 25
Mean litter size 101 1.0 04 06
Mean body weight at birth [g] 58 5.6 3.7 5.7
Mean body weight at weaning [g] 443 443 436 403
F28 litters
Live litters 24 20 26 26
Mean litter size 108 (01 92 10.7
Mean body weight at birth [g] 59 58 5.5 53
Mean body weight at weaning [g] 30 505 487+ 46100

“p=0.05 % (Dunnett test based on pooled variance)
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Table A.6.9/03-1: Developmental neurotoxicity study in rats — Test substance intake

Test substance intake (mg/kg bw/d)

Feed concentration: 95.5 ppm 227 ppm 691 ppm
Females, pregnancy 82 199 56.5
Females. lactation 12.8-19.5 30.0-45.8 80-155

Table A.6.9/03-2: Developmental neurotoxicity study in rats - maternal data

Dose level (ppm)

FINDING

0 95.5 227 691
Food consumption, pregnancy [g/kg/d] 916 858 838 821
Food consumption, lactation [g'kg/d] 1733 1729 1728 1757
Body weight gain, pregnancy [g] 1045 1094 1074 1013
Body weight gain, lactation [g] 283 306 288 351
Live litters 28/30 30/30 30/30 28/30
Litters evaluated 21 23 20 22
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Table A6.14/02-1.

NTN 33893-nitrosimine-A cute oral toxicity in mice

Dose Toxicological Duration of signs Time of death
[ mg/kg bw] results*

Males

100 0 3 5 0m-2h -

200 3 5 5 Sm—-2h 15m-20m
300 + 5 5 im-3h 10m-35m
450 4 5 5 im-1d 10m
LD350: 200 mg'kg bw

Females

100 1 2 5 10m-2h 30m

200 1 5 5 Sm—4h lh

300 4 ) 5 4m-45m 10m-40m
450 4 5 5 Im-1d Tm—30m
LD50: ~ 200 mg'ke bw

= 1st figure = number of dead animals. 2nd figure = number of animals with signs, 3rd figure = number of animals

in the group
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Table A6.14/12-1, NTN 33893-desmitro-Acute Oral Toxdicity to Rat
Dose [mg'kg bw] | Tozicological results* | Duration of signs | Time of death
Males
150 ] 3 5 5m-14 -
240 2 5 5 20m-234d 2h-1d
390 4 P 5 m-84 2h-3h
630 4 5 5 15m-144d A0m-3h
1000 5 5 5 lm-30m 2m—50m
LD50: 300 mg'ks bw
Females
150 0 5 3 30m-14d -
240 2 5 5 25m-—44d ih-1d
390 4 3 5 25m-10d 2h-3h
630 5 5 5 15m-3h 23m-3h
1000 5 3 5 Ilm-40m fm—-40m
LD50: 280 mg/kg b

# 15t figure = number of dead animels, 2nd figure = number of anunals with sagns, 3rd figure = number of anumals
in the group
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Section A6.15.3/01

Armnex Point IT1A, X1.1.4

Estimation of exposure to humans or animals through
food and feeding stuffs and other means
Metabolism study in the laciating goat

3.1.21 Purity
3.1.22 Stability Stable for the duration of the study
3.1.2.3 Radiolabelling %
YT
~ ~™N
a” N xR
NO,
3.1.2.4 Eeference standards 3eze Table A6.135.3/01-1
3.2 Test Animals
321  Species Bunte deutsche Bdelziepe, lactating, {Capra kirons)
322  Strain
323 Source
324  Sex
32,5  Apeiweight at study  about 18 months, weight rangs 28.7-31 kg
initiation
32,6  MNumber of antmals 1
per group
3277 Control animals Tes
3.3 A dministration/ Oral
Exposure
3.3.1  Concentration of 10 mg/mlin aqueous traganth (0.5%)
test substance
332  Specific activity of  Diluted specificity 0322 MBg/mg
test substance
333 Volume applied 10 mgfkg bw
3.3.4  Exposure period 3 days
3.3.5  Sampling time See Table A6.15.3/01-2 for excreta times; tissues and organs at 30h
Deeument [I1A, Section 6.15.3/01 Page2
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Section A6.15,3/01 Estimation of exposure to humans or animals through
food and feeding stuffs and other means

A Point 114, XI.1.4
nnex Poin ’ Membolism study in the lactating goat

3.3.8 Metabolite Analysis and structure elucidation:
quantitation and EFP-HFLC with UV -spectrophotometer and flow-through radioactivity
identification detector.

TLC vsingradicactivity scanning with an linear analyser.
Identification of peak components nsingreference substances with co-
chromato graphy

Mass spectrozcopy in direct inlet mode, In zome cases GC-ME
H-NME, 360 MHz and 500 MHz

Bamples subjected to GC-MS were derivatized into the methylated
compound with diazomethane,

Enzymatic cleavage with B-ghicuronidasefaryl sulfatase

Measur ement of radioactivity:

Measurement of solid samples using LSC:

For zamples of organs with weights below 500 mg or residues with a
low detection limit, samples

were weighed and combusted in an oxygen atmosphers vsing an
oxidiser. Radioactivity in trapped

combustion gases was measured by LEC.

Fatty organs and tizsues were solubilised by means of a tissue
golubiliser. Radioactivity from aliquots

was measured by LIC,

Liquid samples were added with seintillation gel and measored by LEC,
Quantitative evaluation:

Caleulation of relative concentr ations
Radioactivity measured/ grams of plasma or tissue

Radioactiv ity administered/ grams of body weight

Relative concentration P =

Equivalent concentrations (tadicactivity of metabolites caleulated as
equivalents of the active substance) are calculated from relative
concentrations by multiplying with the dose in mgper kg,

Amounte of radioactivity present in the excrets or still present at time of
gactifice in the tissues of the animal body or in the organs are caloulated

from measured concentrations and the weight contribution to the total
body weight.
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