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faeces were collected from both animals at time intervals up to 170
hours post dose for Group | and up to 120 hours for Group 2 2. Cage

debris/rinse was collected after each faecal sample collection. A cage
wash/wipe was conducted following the final sample collection,

The animals were fasted for approximately 16-hours (Group 1) and
hours (Group 2) prior to treatment. Food was returned to the Grou
animal at approximately 8 hours post-dose and offered to the G
animals at approximately 4 hours post-dose. Water was n

recorded during the study.
Main study:

In a (August) 2002 study, the rates and rout
radioactivity followmg dermai admmmtrauou

shaved back skin (4
. The area was

demarcated with a Duoderm pat
application site was then cover

restrained (ketamine HCl
hour period. After 8 ho

conducted at § hours post-dose after each
he p1 lmate chalr U| ine, faeces, and cage

RESULTS AND DISCUSSION
xploratory study:

There were no treatment-related clinical signs or dermal effects
observed during the study. The results of the intravenous and dermal
investigations are presented in Tables A6_2-2 and A6_2-3.

Following intravenous dosing, the recoveries were 66.63% in urine,
5.34% in facces and 19.6% in cage wash/debris (auributed to excretion
in urine). Excretion was rapid with approximately 65% of the dose
within 8 hours of dosing. Approximately 7.6% of the radioactivity
remained in the animal at 170 hours post dosing.

Following dermal administration, the recoveries were 1.17% in urine,
0.16% in faeces and 0.08% in cage debris/rinse. Approximately 98% of
the radioactivity was washed from the skin at 8 hours or associated with
the protective coverings. Tape stripping did not remove any additional
radioactivity from the skin. This suggested that any skin residues would
be systemically available or bound to the deeper layers of the skin.
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Dermal absorption
Main study:
There were no treatment-related clinical signs or dermal effects
observed during the study. The results of the investigations are
presented in Tables A6_2-5 and A6_2-6. Most of the radioactivi
washed from the surface of the skin.
The mean total recovery of the residual activity was 93.60% 0
at the 8-hour sampling point. The mean total from excreta
samples associated with excretion was 3.15%. The overal
recovery for radioactivity was 96.75%.
5 CONCLUSION
5.1 Conclusion Exploratory study: The total recoveries we X
intravenous and dermal administration, respectivély. A
absorption of 1.55% of the applied dose w:
Main study: Dermal absorption normaliséd to- tal recovery is
3.26% (3.15/96.75 x 100). The elimingfi ofile indicates that
most of the absorbed material w n the first 24 hours.
A surnmary of the dermal abst ented in Table A6_2-7,
511  Reliability 1 X
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Exploratory study: Dose administration

TableA6_2-1:
Route Animal Daose Residue in catheter Dose administered
weight volume or micropipet
uCi ug uCi | uCikg
. 1.0 mL
ENEEE R R
Dermal® | 2.7kg 0.100 mL [ | B B B

TableA6_2-2:

Exploratory study: Elimination of radioactivity following intraven

dosing

? the concentration of the radioactivity was 24.4 pCi/g and the concentration of thiacloprid was (
b the coneentration of the radioactivity was 251 nCi/ml, and the concentration of thiacloprid.was

Time
(hours)

Percentage of

Group 1
(234 ng/26.4 uCi)°
(i.v. dosing)

al dosing/9.25ug/em?)

Urine

0-4

48

8-12

12-24

24-43

48-72

72-96

96-120

120-144

144-168

Subtotal

0-4

4-8

8-12

12-24

24-48

48-72

72-96

96-120

120-1

Cage debris/rinse

796-120

120-144

144-168

Subtotal

“ Target dose. ™ Includes 0.03% recovered from 168-170 hour urine sample. ' NS = no sample. ¥ NA = not applicable.
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Table A6_2-3 Exploratory study: Total recoveries

Percentage of the dose

Sample Group 1 (234 pg) Group 2 (222 pg)
(i.v. dosing) (dermal dosing)
Elimination
Urine
Faeces

Cage debris/rinse

Chair wipe, urine pan wash/wipe

Cage wash

Subtotal

Patch

Protective device

First four soapy swabs’

Remaining soapy swabs

Dry swabs

Tape strips

Alcohol swabs

Subtotal

Overall total

not applicable;

a combination of the radioactivity from the soapy water extrac

Table A6_2-4: Main study: Dose administration

sorption in vivo, menkeys)

Animal Dosc
weight volume

Residu Dose administered

nCi/k,

ugiem’ | pe/k

4.5kg 0.100 mL ¢
4.7kg 0.100 mL
5.1kg 0.100mlL.
4.2 kg

6.1 kg

Mean
®  the concentration of th

Table A6_2-5:

nCi/mL and the concentration of thiacloprid was 1.34 mg/mL.

ination of radioactivity following dermal dosing (mean values/n=5)

Percent dose (%)

Urine Faeces

Cage debris/rinse

96-120

120-144

* range
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Table A6_2-6:

Main study: Total recoveries (mean values/n=5)

Sample

Percent of dose

Elimination

Urine

Faeces

Cage debris/rinse

Urine pan wash/wipe (4 hours)

Chair wipe, urine pan wash/wipe (8 hours)

Cage wash

Cage wipe

Subtetal

Residual

Patch

Protective device

First four soapy swabs®

Remaining soapy swabs

Dry swabs

Alcohol swabs

Subtotal

Overall total

* & combination of the radioactivity from the soapy water extracts and the ac

Table A6_2-7: Summary of the concentrations

ent absorbed

Concentration
tested

Dermal absorption

Test system Dose volume
(number)
Monkey 0.100 mL
(n=1)
Monkey 0.100
(n=3)

-

(% of dose agglied!
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1.2
1.2.1

1.2.2

1.2.3

2.1

2.2
2.3

Reference

Data protection

Data owner

Companies with
letter of access

Criteria for data
protection

Guideline study

GLP

Deviations

1 REFERENCE

-2002): Application for approval for the use of YRC2894
Calypso on various crops
Report No. MR-439/02, date: 2002-10-21.

Addendum I'to PP P-Monograph; Chapter: B.6.12 Dermal
Dermal penetration — b) in vivo data

2 GUIDELINES AND.QU.
Yes;
OECD guideline 428

ETHODS

¢ been submitted to support the propose

d uses of thiacloprid (i.e. a
. The test facility was the

$ study involves 5 non-naive male monkeys (2-4 years of
ose level of approximately 6 pg/cm? which reflects human

e animals were subjected to a pre-health assessment involving
hysical examinations, haematology and serum chemistry.

The test material was applied to shaved back skin for 8 hours using
Duoderm patch material placed around the dosing site (4 x 6 cm) and a
protective aluminium dome (animals in a restraint chair). A dose level
of approximately 6 pg/em® was applied to the test site. After 8 hours, the
protective covering were removed and the application sites washed with
a series of soap/water cotton-tipped swabs and cotton swabs dipped into
isopropy! alcohol until the radioactivity in the last swab was less than
50,000 DPM.

During the study, urine and facces were collected over 0-120 hours and
frozen until analysed. Cage debris/cage rinse, cage wash, chair
wash/wipe, chair/urine pan and screen pan wash/wipe were evaluated
for radioactivity (LSC). The animals were sacrificed at the termination
of this study.
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Metabolism studies in mammals. Basic toxicokinetics,
including a dermal absorption study (1)

Dermal absorption

5.1

5.1t

Conclusion

Reliability

4 RESULTS AND DISCUSSION

Based on the summarised results, the tolal mean recovery
radioactivity was 97% of the applied dose. The great majority o
radioactivity (over 92%) was recovered in skin wash,
penetration based on radioactivity in urine, faeces, pan, ch
wash and cage debris was 3.15% of the applied dose.

5 CONCLUSION

These results demonstrate that the in-vivo dermal
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Whole-body autoradiography in the rat

Official
use only

1 REFERENCE

1.1 Reference -] 996): YRC 2894: general rat metabolism study. Pa
distribution of the total radioactivity in the rat determined by
conventional whole-body autoradiography and radiolumin

Report No. PF4145, date: 1996-06-26.

PPP-Monograph: B.6.1 Absorption distribution excretion

1.2 Data protection

1.2.1 Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data
protection

GUIDELINES AN ASSURANCE

2.1 Guideline study Not applicable: convention: <body autoradiography using X-ray
film and by the quanti gy of radioluminography

22 GLP |
2.3 Deviations -

Wistar rats (1/time point) were gavaged with X
methylene radiolabelled YRC 2894 (thiacloprid) (in

5.0 mg/kg bw. An additional rat was administered
nous dose of 1.0 mg/kg bw. The distribution of

by, was investigated at 5 minutes (i.v. administration) and at I,

48 hours (gavaged animals) by whole-body autoradiography
ssue radioactivity levels were quantified using

RESULTS AND DISCUSSION

Results indicate the rapid absorption and excretion of YRC 2894 (Table X
AG.1). Levels of radioactivity in all tissues examined were highest at
one hour following oral administration. Levels decreased in all tissues
and were low at the final time point of 48 hours. The highest
concentration at each time point was noted in the preputial gland, a
finding attributed to contamination with urine at sacrifice. Loss of urine
can occur due to anaesthesia or muscle rigidity at sacrifice. This urine
can contaminate the preputial gland because of the retrograde position
of the penis. This assumption is supported by the fact that at 48 hours
post administration, the concentration in the preputial gland was
considerably lower and elimination of radioactivity was close to
completion (i.e. low levels of radioactivity in the urine). High levels in
the preputial gland (5 mins after i.v administration indicates very rapid
excretion) and kidneys are consistent with rapid urinary excretion of
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Whole-body autoradiography in the rat

thiacloprid (YRC 2894). Comparatively low levels in, and rapid
climination from fat is consistent with the polar character of YRC 2894
and indicates that accumulation in adipose tissue is unlikely. In thelater
stages of the study (24-48 h), autoradiographs indicate a comparati
high level of radioactivity associated with the connective tissue
skin and aorta wall and in glandular organs. Autoradiography
revealed relatively high levels of radioactivity associated wi
and nasal mucosa at later time points, suggesting some ex
sweat and mucus. Findings from the intravenously dose

&

indicate a rapid and relatively even distribution in iss;

5 CONCLUSION
5.1 Conclusion After single oral administration of 5 mg [*C] to rats,
the absorption and excretion of the radioactivi pid (after 48 hours

very low levels of radioactivity in all tissu
via urine, sweat and mucus. Relative high
connective tissue of the skin and a

was found in the
in glandular organs.

Findings from the intravenou
rapid and relatively even distr

5..1  Reliability |
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Acceptability
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Date Give date of commen
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and to applicant’s stimma onclusion.
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Reliability ng from view of rapporteur member state
Acceptability viating from view of rapporteur member state

Remarks
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Table A6_2-1 Distribution of YRC 2894 (thiacloprid) (radicluminegraphy)

Tissue Concentration (pg/g equivalent)

&
=

48h 5 min (iv)

Blood

Bone

Bone marrow

Brain

Brown fat

Liver

Muscle

Preputial gland

Renal cortex

Spleen

Testes

ENEEEENEENN -

‘ i |
ARREEEEEERNN -
- | |
INEEEENEEENE

e (%)
EEEEEEEEEEEN:
EEEEEEEEEEEn

Thyroid
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Absorption, distribution and excretion in the rat

Official
use only

1 REFERENCE

1.1 Reference 1998): [Methylene-"'C] YRC 28
general rat metabolism study Part B: toxicokinetics and metabolism j
the ra( DR port No. PF4331, date: 1998-02-05.

1" part (a separate study summary was dedicated to the iden
the metabolites)

PPP-Monograph: B.6.1 Absorption distribution e
metabolism (toxicokinetics). B.6.1.1 Absorption,
excretion. B.6.1.1.2 Absorption, distributio
(Study 1)

1.2 Data protection

1.2.1  Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data
protection

2 GUIDELINES AND QUALITY ASSURANCE

2.1 Guideline study Yes;

US-EPA Pesticide Asse
General rat met

Guidelines; Subdivision F, § 85-1;
mber 1982)

2.2 GLP

23 Deviations

TERTALS AND METHODS

Wistar rats (5/sex/group) were gavaged with C- X
led YRC 2894 (thiacloprid) (in 0.5% Tragacanth) as

ow (Table A6_2-1). An additional group of five males was
dministered a single intravenous injection of YRC 2894 at 0.5 mg/kg

w. Faeces, urine, plasma and expired carbon dioxide were collected

up to 48 hours when the animals were sacrificed.

A commercial computer programme (TOPFIT) was used to analyse the
plasma curves and calculate the pharmacokinetic parameters presented
in Table A6_2-2. Linear standard compartment models {1-4
compartments) were used for the computations.

4 RESULTS AND DISCUSSION

Plasma levels of radioactivity indicate the rapid absorption of YRC X
2894 following oral administration (Table A6_2-2). Maximum plasma
concentrations were achieved afier 1-1.5 hours at the low dose level and

3-4 hours at the high dose level. Maximum concentrations were similar

in males and females of the low dose and repeat dose groups. The
maximum plasma concentration in females of the high dose groups was
approximately 1.75 times that of the males. A comparison of the plasma
curves suggested that absorption was slower and possibly incomplete at
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Section A6.2 Metabolism studies in mammals, Basic toxicokinetics,
including a dermal absorption study (3)

Absorption, distribution and excretion in the rat

Annex Point 11A6.2

high dose levels.

In most of the tests, the elimination of the radioactivity from plasma
could be approximated by a combination of two exponential terms;
which elimination half-lives were calculated. The terminal half-li
varied between approximately 7 and 80 hours. The final elimin
phases took place at very low concentration levels, hence thg
contribution to the AUC was marginal.

The large volume ot dlstrlbutlon (Vd) suggests the rapld d

excretion was also rapid. The report author statesih
and t,,» values for repeat-dosed females are due to

glomerular filtration rate of the rat.

Radioactivity was excreted prim
during the first 24 hours fol]owmg
Significant faecal excretion ofigadil
groups (24.7-39.1%), with the
This finding and the relative
with the gastrointestinal tra

group indicate delayed faecal
high dose animals may be due to

the slower absorption
dosed animals was co
significant biliary ex

gavaged animals, suggesting
iacloprid (YRC 2894). Excretion of
expired air was found to be minimal
d dose).

s post-dosing were minimal in low dose and
accounting for 0.41-0.66% of administered
6_2-4). Residues were slightly higher in high

ly higher in high dose females (26.6%), largely due to
residues. Findings indicate the delayed absorption or
£ YRC 2894 in this group.

CONCLUSION

olasma levels of radioactivity indicated that radioactivity was absorbed
rapidly following oral administration (max. concentration at 1-4 hours).

Rapid distribution of thiacloprid and its metabolites into tissues.

Elimination half-lives were between 7 and 80 hours, excretion was
significant at low dose levels and took place via urine and to a less
extent defecation.

After 48 hours post-dosing tissues residues were minimal (highest
concentration in liver and kidney). Females presented delayed
absorption and excretion.

5.1.1  Reliability |

Page 2



LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.2 Metabolism studies in mammals. Basic toxicokinetics,
including a dermal absorption study (3)

Absorption, distribution and excretion in the rat

Annex Point 11A6.2

Use separate "evaluation boxes” to provide transparency as to th
comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STATE,
Date 31.05.2006

Page 3




LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.2 Metabolism studies in mammals. Basic toxicokinetics,
including a dermal absorption study (3)

Absorption, distribution and excretion in the rat

Annex Point 11A6.2

Results and discussion

Cenclusion

Reliability
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Table A6_2-1 Study design

Dose Level Route Samples Sex

1 mg/kg bw Gavage Urine, faeces, plasma, M
expired CO,

1 mg/kg bw Intravenous Urine, faeces, plasma

1 mg/kg bw Gavage Urine, faeces, plasma

1 mg/kg bw (unlabelled) x 14 Gavage Urine, faeces, plasma
+ 1 mg/kg bw

100 mg/kg bw Gavage Urine, faeces, plasma

Table A6_2-2  Plasma levels of 14C-methylenc labelled thiacloprid

Kinetic Parameters

vd (l/kg)
Cl (ml/min)

AUC (p.g/{ﬁ
MRT (h)

Mean plasma levels of YRC 2894 (g/kg
Time Point 1 mgl/kg (iv) 1 mg/kg 1 mg/kg. < 100 mg/kg
M F M F M F

5 min H B H B _
10 min H B EH B H B B

20 min _. . - - _. - -

40 min [ | H B - H B B
TN NN =N En _EN EE B
EEN N B EN | _NN BN B
TN BN BE O9 | _ N BN §

3h H B N _ HN BN
Ll BN N ¥ _HN BN B

oh "B ER BN BN BN
TN 88 & BN | H | E Bl

BE_ B3 BN | _ BN EN

i BN BN | _ N BN

48h Il . | _IN NN
_HN BN B

H E B

__HN BE |

E B B

E E =

Key: a) Terminal half-lives, mostly based on two exponential terms. b) The report considered this
result to be artificial because the unsatisfactory mathematical description of the plasma curve required
three elimination terms.
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Table A6_2-3  Excretion of radioactivity (% of administered dose)

Sample Time 1 mg/kg (iv) 1 mg/kg 100 mg/kg 1 mg/kg
Repeat
F M F M M F
Urine 4h i i— - i _-—
sh 21 Il 11 i
m HEE . 1
; o 21}
Faeces 24h - - . !_
43h H B E N
Expired air 4h

8h
24h
48h

nun

lqmdq

Total excreted

Carcass

o3
P e

GI tract

AN = NN -

qm#qd-hl

EEEE===niEn

wqﬂmemm
EnEn

Total Recovery
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Table A6_2-4

Residual radioactivity 48 hours after dosing

Tissue

Residues at 48 hours (pg/p equivalent)

1 mg/kg (iv)

1 mg/kg

100 mg/kg

1 mg/kg Repeat

RBC

Plasma

Spleen

GI tract

Liver

Kidney

EREEN -

Fat

Gonads

Uterus

Muscle

Bone

Heart

Lung

i

EEERE-EEERANE-

Brain

Skin

Carcass

gt

ENRERENE=-RERENEN-
AR EE=RERE NN -

S

ANEERER=EREEEEEEN-

] :
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1.1

1.2
1.2.1

1.2.2

1.2.3

2.1

2.2
23

Reference

Data protection

Data owner

Companies with
letter of access

Criteria for data
protection

Guideline study

GLP

Deviations

-4

Official
1 REFERENCE nge only

1997): [Thiazolidine-4,5-""C]YRC 2894;
absorption, distribution, excretion and metabolism in the rat
Report No. PF4299, date: 1997-12-08, revised 1998-03-05
1998-06-29.

1¥ part (a separate study summary was dedicated to the id
the metabolites)

PPP-Monograph: B.6.1 Absorption distribution e;
metabolism (toxicokinetics). B.6.1.1 A bsorption, dis
excretion. B.6.1.1.2 Absorption, distributio
(Study 2)

2 GUIDELINE
Yes;

"1997 study, groups of Wistar rats (5/sex) were gavaged with "'C-
e labelled YRC 2894 (thiacloprid) in 0.5% Tragacanth as
Table A6_2-1. Plasma, urine, facces and expired carbon
e were collected for up to 48 hours when animals were

ated.

RESULTS AND DISCUSSION

Plasma radioactivity levels indicate the rapid absorption of YRC 2894 X
(Table A6_2-2). Maximum plasma levels were attained at 2-3 hours

(low dose level) and at 4 hours (high dose level). Plasma radioactivity
levels also indicate the rapid distribution and elimination of YRC 2894

at the low dose level. Slower rates of absorption and excretion were

seen at the high dose level, with significant plasma levels of

radioactivity at 48 hours. The large volumes of distribution (Vd) suggest
the rapid distribution of YRC 2894 into tissues. The relatively small

mean residence times (MRT) indicate that redistribution into plasma

prior to excretion was also rapid.

Radioactivity was excreted primarily in the urine (60.2-82.9%) and
largely during the first 24 hours following oral administration (Table

Page |
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Section A6.2 Metabolism studies in mammals. Basic toxicokinetics,

Annex Point T1A6.2 including a dermal absorption study (4)

Absorption, distribution and excretion in the rat

A6_2-3). Faecal excretion was also significant (13.3-18.6%).
Excretion of radiolabelled carbon dioxide in expired air was found to be
minimal (0.86%).

Total tissue residues at 48 hours in the low dose group accounted fo
1.6-3.3% of the administered radioactivity (Table A6_2-4). Resid
were highest in the liver in all low dose groups. In the hig
residues accounted for 12.4% of the administered radioacti
due to high pastrointestinal tract residues. Findings at this

absorption.

Plasma levels of radioactivity were comp;
HC-methylene labelled YRC 2894. Th
greater for 'C-methylene labelled:Y
were markedly greater for the '*C-
AUC value for the "*C-thiazoli
approximately 170 times gre
methylene labelled YRC 28
Excretion of radioactivity
lower in faeces for '(
HC-thiazolidine label
residues of “C-meth;

0 mgfkg bw dose level.
ghtly greater and consequently
elled YRC 2894. Residues of

5.1 Conclusion cagtivity indicated that radioactivity was absorbed

seen at the high dose level.

ion and elimination of thiacloprid and its metabolites into
ose levels. Excretion took place via urine and to a less

18 hours post-dosing tissues residues were < 3.3 % (highest
tration in liver and gastrointestinal tract). Residues of He-

5.1

Page 2



LANXESS Deutschland GmbH Thiacloprid 0272006

Section A6.2 Metabolism studies in mammals. Basic toxicokinetics,
including a dermal absorption study (4)

Absorptlon distribution and excretion in the rat

Annex Point 11A6.2

Evaluatwn by Competent Anthormes

Use separate “evaluation boxes" to provide transparency as to the
comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STATE
Date 01.06.2006
Materials and Methods —

Results and discussion

Acceptabili

Remarks
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Date Give date of comments submitted
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Section A6.2

Annex Point 11A6.2

Metabolism studies in mammals. Basic toxicokinetics,
including a dermal absorption study (4)

Absorption, distribution and excretion in the rat

Matcerials and Methods

Results and discussion
Conclusion

Reliability
Acceptability

Remarks

Discuss additional relevant discrepancies referring to the (subjheading numbers
and to applicant’s summary and conclusion.
Discuss if deviating from view of rapporteur member state

Discuss if deviating from view of rapporteur inember state

Discuss if deviating from view of rapporteur member state

Discuss if deviating front view of rapporteur member state

Discuss if deviating from view of rapporteur member state:
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Table A6_2-1  Study design

Dose Level Route Sample Sex
1 mg/kg bw Gavage Urine, faeces, expired CO, M

1 mg/kg bw Gavage Urine, faeces, plasma

100 mg/kg bw Gavage Urine, faeces, plasma

Table A6_2-2  Plasma levels of 14C-thiazolidine labelled YRC 2894

Mean plasma levels (ug/kg equ

Time Point 1 mg/kg

%

g
ko &
i

1

L LE

EREEEEE

Kinetic Parameters

EE=nl] EEEEEEEEEEEEEN-:

Key: a) Based on the first elimination phase.
b) The terminal elimination half-lives ranged from approximately 10-44 hours.
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Total excreted

Carcass

Gl tract

Table A6_2-3  Excretion of radioactivity (% of administered dose)
Sample Time 1 mg/kg bw 160 mg/kg
M F M
Urine 4h B B B
» | |l | 1l
w | W | m | 1
w | 0 | W .
Faeces 24h - . i
- | W _| | .
Expired air 48h . - -
| | |
- — —
[ H [
| | ||
|| ||

Total Recovery

Table A6_2-4

Residual radioactivity 48 hours after d k

Tissue

Residues

1 mgikg

RBC

Plasma

Spleen

M

GI tract

Liver

Kidney

Fat

Adrenals

Gonads

Thyroid

Skin

Carcass

L LR

!
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Section A6.2

Metabolism studies in mammals. Basic toxicokineties,
including a dermal absorption study (5)

Annex Point 11A6.2 . .
Metabolites analysis
Official
1 REFERENCE . uge only
1.1 Reference 1998): [Methylene-14C] YRC 2894:
general rat metabolism study Part B: toxicokinetics and metab i
the rat( R port No. PF4331, date: 1998-02-05, -
2" part
PPP-Monograph: B.6.1 Absorption distribution excretio
nietabolism (toxicokinetics). B.6.1.2 Metabolism.
methylene labelled YRC 2894
1.2 Data protection
1.2.1  Data owner
1.2.2  Companies with
letter of access
1.2.3  Criteria for data
protection
GUIDELINES AN SSURANCE
2.1 Guideline study Yes; X
delines, Subdivision F, § 85-1,
1982)
2.2 GLP
23 Deviations

S AND METHODS

C-methylene labelled YRC 2894 (thiacloprid) was
1998 study. Faecal and urine samples analysed were

rt of the study reported before (cf

. Metabolites were identified by HPLC, GC-MS, LC-MS

RESULTS AND DISCUSSION

A total of 14 metabolites were identified, accounting for 57.8-78.7 of
the administered radioactivity (Table A6_2-1). Small amounts (0.9-
6.4%) of unchanged parent were also identified. With the exception of
high dose females, the major metabolite in all groups was identified as
MO07 (11.5-34.2%). The major metabolite in high dose females was
found to be (M12 + M13), accounting for 13.2% of the administered
radioactivity. The major faecal metabolites were found to be M01 and
unchanged parent. The amount of M11 was found to be significantly
higher in top dose males (13.4%) than in top dose females (1.4%). Both
M11 and M16 were found in higher amounts in male excreta while M06
and M07 were found in higher amounts in females.

The main metabolic transformation was the oxidative cleavage of the
parent molecule to yield 6-chloronicotinic acid (M03) which then
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Section A6.2

Metabolism studies in mammals. Basic toxicokinetics,
including a dermal absorption study (5)

Metabolites analysis

Annex Point 11A6.2
5.1 Conclusion
5.1.1  Reliability

reacted with glycine to form a hippuric acid type conjugate (M07).
Other metabolic reactions included oxidation of the N-nitrile group to
form amide derivatives (M11 & M17), opening of the thiazolidine ring
by oxidation to give sulfoxide compounds (M08 & M10) and the 4
replacement of the chlorine atom attached to the pyridine ring o
chloronicotinic acid by mercaptoacetic acid (M06). In the high d
groups, the levels of unchanged parent compound were incréas
the levels of M07 decreased. This suggested that the metabol
reduced at high dose levels.

5 CONCLUSION

thiaclorpid in the rat. A total of 14 different m es were detected.

The metabolic rate was reduced at high dose.levels
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Section A6.2

Annex Point 11A6.2

_Evaluation by Competent Authorities

Metabolism studies in mammals. Basic texicokinetics,
including a dermal absorption study (5)

Metabolites analysis

Use separate "evaluation boxes” to provide transparency as to the
comments and views submitted

Date

Materials and Methods

Results and discussion

EVALUATION BY RAPPORTEUR MEMBER STAT
01.06.2006

Materials and Mcthods

Results and discussion
Conclusion

Reliability
Acceptability

Remarks

Conclusion
Reliability
Acceptability
Remarks
COMMENTS FROM ...
Date Give date of comments submi

Discuss additional releva 7 cies referring to the (sub)heading numbers
ficlusion.

porteur member state

of rapporteur member state
of rapportenr member state
iew of rapporteur member state

om view of rapporteur member state
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Metabolites of “C-methylene YRC 2894

Table A6_2-1
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Section A6.2

Annex Point 11A6.2

Metabolism studies in mammals. Basic toxicokinetics,
including a dermal absorption study (6)

Metabolites analysis

1.1

1.2
1.2.1

1.2.2

1.2.3

2.1

Reference

Data protection

Data owner

Companies with
letter of access

Criteria for data
protection

Guideline study

GLP

Deviations

Officinl
1 REFERENCE use only

1997): [Thiazolidine-4,5-*CJYRC 28
absorption, distribution, excretion and metabolism in the rat
Report No. PF4299, date: 1997-12-08, revised 1998-03-05
1998-06-29.

" part (conducted in 1998).

PPP-Monograph: B.6.1 Absorption distribution e,
metabolism (toxicokinetics). B.6.1.2 Metabolism.
thiazolidene labelled YRC 2894

2
Yes;

US-EPA Pesticide As
General rat metabo

GUIDELINES AND QU

idelines, Subdivision F, § 85-1,
mber 1982)

S AND METHODS
of "“C-methylene labelled YRC 2894 (thiacloprid) was

in'a 1998 study. Faecal and urine samples analysed were
part of the study reported before (cf. “

rt). Metabolites were identified by HPLC, GC-MS, LC-MS

RESULTS AND DISCUSSION

YRC 2894 (thiacloprid) was found to be extensively metabolised. A X
total of 17 metabolites accounting for 55.3-64.3% of the administered
radioactivity were identified (Table A6_2-1). The major metabolites

were found to be M19 (11.4%) in low dose males, M22 (22.2%) in low
dose females and MO1 (10.3%) in high dose males. The major faecal
metabolites were found to be M01 and unchanged parent.

The metabolic transformations included oxidative cleavage of the
methylene bridge, hydroxylation and conjugation of the thiazolidine
ring followed by further oxidation to the ketone, hydroxylation of the
cyanamide moiety, opening of the thiazolidine ring at two positions
followed by further oxidation to the carboxylic acid and methylation of
the sulphur atom. The formation of an oxazole ring (M16) was
explained by re-closure of the ring in the metabolite M26. The report
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Section A6.2 Metabolism studies in mammals. Basic toxicoekinetics,
including a dermal absorption study (6
Annex Point 11A6.2 _g . p y(©)
Metabolites analysis
stated that this reaction had been observed artificially for isolated M26.
5 CONCLUSION
5.1 Conclusion The samples of another study for absorption-distribution-excretion we X

5.1.1  Reliability

analysed to identity the metabolites formed after oral administration;
thiacloprid in the rat. A total of 17 different metabolites were'de ’
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Annex Point 11A6.2

Evaluation by Competent Authorities

Metabolism studies in mammals. Basic toxicokinetics,
including a dermal absorption study (6)

Metabolites analysis

Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted

Date

Materials and Methods

Resuits and discussion

EVALUATION BY RAPPORTEUR MEMBER STAT
01.06.2006

Conclusion
Reliability
Acceptability
Remarks
COMMENTS FROM ...
Date

Matcrials and Methods

Results and discussion
Conclusion
Reliability
Acceptability

Remarks

Give date of comments sub

Discuss additional re
and to applicant's sur
Discuss if deviating #j:

erepincies referring to the (sub)heading numbers

f rapporteur member state
of rapportenr member state
wéw of rapporteur member state
om view of rapporteur member state

om view of rapporteur member state

Table A6_2-1  Metabolites of *C-thiazolidine YRC 2894
% administered radioactivity
Metabolite 1 mg/kg 100 mg/kg
M F M
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Mi8

M19

M20

M2t

M22

M23
MO8

M24

M25

M1

Mii

M26

MI12

M27

Mlé

Mol

YRC 2894

Total

Total Identified

* sumof M10 and M11 .
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Section A6.3.1 Short-term repeated dose toxicity (28 days) — oral (1)
Annex Point ITA6.3 Rat, 14 days
Official
1 REFERENCE use only

1.1 Reference 1995b [Monograph: 1995a]): YRC 2894 - Pilottoxic
study on rat Report No. 23861, date: 1995-03-22. &4

PPP-Monograph Chapter: B.6.3 Short-term toxicity. B
studies. B.6.3.1.1 Rats (Study 1)

1.2 Data protection
1.2.1  Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data
protection

2 GUIDELINES AND Q

2.1 Guideline study No (pilot study);

Mainly in compliance with OF 407 (1981)

2.2 GLP

2.3 Deviations

3 ERIALS AND'METHODS

rats (3/sex/dose) were administered YRC
-) by gavage at dose levels of 0, 5, 10,
ay over a period of 14 days. The test material
mineralised water with 2% v/v Cremophor EL.

t appropriate time points. Clinical pathology

-serum biochemistry) was performed at the end of

lood glucose and urine were evaluated on day 9. The
vestigations were also carried out: a) enzyme induction in
e, b) thyroid hormones levels in the blood, c) cell proliferation
ected organs using PCNA techniques (top dose group). In

on, immunotoxicological examinations were also performed:
spleen, lymph node and bone marrow cell counts, macrophage activity
and mitogen stimulation in spleen and lymph nodes, Ig determinations
in serum and FACScan analysis of spleen and lymph node cells (cell
populations stained with surface markers/fluorescence evaluation
techniques). An extensive list of organs were weighed and subjected to
gross pathological and histopathological examination at necropsy.

4 RESULTS AND DISCUSSION

No animals died during the study. Clinical observations included X
reduced reactivity in males at 120 mg/kg bw/day, and a reduced

production of faeces in females at 60 mg/kg bw/day and above. Mean

body weight gains and food intakes were reduced in both sexes at 60

mg/kg bw/day and above.

There were no treatment-related effects on the red blood cell parameters

Page 1




LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.3.1 Short-term repeated dose toxicity (28 days) — oral (1)

Annex Point [1A6.3 Rat, 14 days

but the mean leukocyte count was reduced in both sexes at 120 mg/kg
bw/day. There were no treatment-related effects on thyroid hormone
levels (TSH, T3 & T4), The main biochemical changes detected i
serum are presented in Table A6_3_1-1.

Increased levels of ASAT, ALAT and AP were noted in females
mg/kg bw/day. Examination of the liver tissue provided evi
enzyme induction in both sexes at 60 mg/kg bw/day and abov
A6_3_1-2). Males also displayed marginal enzyme indu

mg/kg bw/day.

The immunotoxicological investigations reveale

chance effect due to large individual variatio
activation and other changes in cell counts we,
also be related to variation and small sampl
assays revealed increased cell proliferatios
the lwer in females at 120 mg/kg bw/day

cell proliferation
enular region of
in cell

The mean thymus weights (a
mg/kg bw/day. The mean relative 1k hts of males and females
were increased at dose levels bw/day. While mean absolute
liver weight were incrgaset at 120 mg/kg bw/day (cf
Table A6_3_1-3). T changes correlated
histopathologically wi untypical structure of the
hepatoceliular cytopla: opy also revealed an increased
mitotic rate in the’ ale rats at 120 mg/kg bw/day.

/day was determined for this study based on
reduced food intake and clinical signs at the

5.1 Conclusion

5.1.1 Reliabili
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Section A6.3.1 Short-term repeated dose toxicity (28 days) - oral (1)

Annex Point I1A6.3 Rat, 14 days

Evaluation by Competent Authorities _

Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STATE
Date 27/066/2006

Materials and Methods | NN

Results and discussion

Conclusion
Reliability
Acceptability

Remarks

Date
Materials and Methods

Results and discussion iating from view of rapportenr member state

Conclusion

Reliability
Acceptability s if deviating from view of rapporteur member state

Remarks
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Table A6_3_1-1 Biochemical changes detected in serum (mean values)

Dose (mg/kg bw/day) 0 5 10 20 60 120

Males

ASAT (U/)

ALAT (U/])

AP UM
CHOL (mmol/l)

Females

ASAT (U)
ALAT (U/)
AP (U/l)
CHOL (mmol/D)

Table A6_3_1-2 Liver enzyme and triglyceride determinations (mea

Dose (ng/kg bw/day) [ o | 120

P 450 (nmol/g)
O-DEM (mU/g)
N-DEM (mU/g)

TRIGL (memol/g)
ECOD (nmol/g/min)
EROD (nmol/g/min)
ALD (nmoi/g/min)
EH (nmol/g/min)

GLU-T (nmol/g/min)

P 450 (nmol/g)

0-DEM (mU/g)

N-DEM (mU/g)
TRIGL (mcmol/g)

ECOD (nmol/g/min)

EROD (nmol/g/min)

ALD (nmol/g/min)
EH (nmol/g/min)
GS-T (nmol/g/min

Key: a) O-dem EM). b) N-demethylase (N-DEM). ¢) 7-ethoxycoumarin deethylase (ECOD). d) 7-
ethylase (EROD). e) aldrin epoxidase (ALD). f) epoxide hydrolase (EH). g) glutathione-
T). h) UDP-glucuronyl transferase (UDPGT). i) Triglycerides (TRIGL).

Page 4



LANXESS Deutschland GmbH Thiacloprid 02/2006
Table A6_3_1-3 Mean liver weight (absolute and relative) in male and female rats
Dose (mg/kg bw/day) 5 10 20 60 120
Males
Body weight (g)

Absolute (mg)

Relative (mg/100g)

L

Females

Body weight

Absolute (mg)

Relative (mg/100g)

qlm ils | -

l’ in

-
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Section A6.3.1 Short-term repeated dose toxicity (28 days) — oral (2)
Annex Point ITA6.3 Rat, 14 days
Offlcial
1 REFERENCE use only

1.1 Reference —19960): YRC 2894 - Study for subacute oral toxi
rats (Feeding study over 2 weeks eport No.: 25720,
1996-12-09. Amendment Report No. 25720A, date: 1999

PPP-Monograph Chapter: B.6.3 Short-term taxicity. B.6.3.;
studies. B.6.3.1.1 Rats (Study 2)

1.2 Data protection
1.2.1  Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data
protection

2 GUIDELINES AND
2.1 Guideline study Yes;
OECD guideline 407

22 GLP B
23 Deviations -

(5/sex/dose) were fed diet containing 0, 25,
C 2894 (thiacloprid) (purity-) for 14
f this study was to investigate the effects of the

f toxicity, body weight changes, food consumption and
ere recorded at suitable time points. Clinical chemistry
e carried out after 7 days and at the end of treatment. All the

re examined macroscopically at termination. The liver and

. The concentration, stability and homogeneity of the test material in the
7 diet were acceptable. The mean daily intakes were equivalent 10 0, 2.5,
11.2,49.2 and 187.6 mg/kg bw/day in males, and 0, 2.3, 9.8, 49.5 and
187.2 mg/kg bw/day in females, at dose levels of 0, 25, 100, 500 and

2000 ppm, respectively. x

No deaths occurred during the study. Constipation was evident on day 1
in 1/5 females at 500 ppm and 3/5 males and 4/5 females at 2000 ppm.
Significant reductions in mean body weight were seen in both sexes at
2000 ppm and small reductions were seen in females at 500 ppm. The
mean body weight values are presented in Table A6_3 1-1. Food
consumption was significantly reduced during week 1 at 2000 ppm.
Water intake was increased in 2000 ppm females during week 2.

Page |



LANXESS Deutschland GmbH Thiaeloprid 02/2006

Section A6.3.1 Short-term repeated dose toxicity (28 days) — oral (2)
Annex Point 11A6.3 Rat, 14 days
4 RESULTS AND DISCUSSION

The main clinical chemistry changes are presented in Table A6_3_
On day 7, cholesterol levels were significantly increased in mak

in females on day 14 at 2000 ppm. No treatment-related
seen on the levels of triiodothyronine (T3) and thyroxine

(ALD), epoxide hydrolase (EH), glutathione
UDP-glucuronyl transferase (UDPGT)) were i
500 ppm and above.

Gross necropsy revealed liver distinct 1ol
females (2/5) at 2000 ppm and in,
ppm (1/5). There was an increase ir
and females) and thyroids (ferhales)
examination revealed hepatocellar hyp
levels >500 ppm. This hyperti of
changes. The thyroids of ma
dose levels >500 ppny:
2000 ppm.

Based on body weight effe
the next highest d -

5), 100 (1/5) and 500
eights of liver (males
. Microscopic
hy in both sexes at dose
lated with slight cytoplasmic
d an increased mitotic rate at

ppm (equivalent to 11.2 mg/kg bw in males and to
females) is based on body weight effects in females and

5.1 Conclusion

5.1.1
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Section A6.3.1 Short-term repeated dose toxicity (28 days) — oral (2)

Annex Point [1A6.3 Rat, 14 days

Evaluation by Competent Authorities
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comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STATE:
Date 28/06/2006
Materials and Methods

Results and discussion

Conclusion

Reliability
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Remarks

Date
Materials and Methods

Results and discussion
Conclusion
Reliability
Acceptability

Remarks
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Table A6_3_1-1

Mean body weights (g) of male and female rats

Dase (ppm)

0

25

100

Males

Day 0

Day 7

Day 14

Females

Day 0

Day 7

Day 14

Key: p £0.05, ** p £0.01 (U test)

Table A6_3_1-2

Mean clinical chemistry and hormonal

Deose (ppm)

500

GGT (UN)

Cholesterol (mmol/1)

Bile acid (memol/l)

TSH (mcg/l)

GGT (U

Cholesterol (mmol/l)

Bile acid (mcmol/l)

TSH (meg/l)

GGT (UN)

Females-Day 7.

EEEE-

Females-Day 14.

Bile acid (memol/1)

TSH (meg/)

EnE- mnlin- mum- mnj

EEE- mEmmm- Enm- Enjl-

Key: p £0.05, ** p <0.01

Page 4



LANXESS Deutschland GmbH Thiacloprid 02/2606

Section A6.3.1

Annex Point 11A6.3

Short-term repeated dose toxicity (28 days) - oral (3)

Mouse, 3 weeks -

1.1

1.2
1.2.1
1.2.2

1.23

2.1

2.2
23

Reference

Data protection
Data owner

Companies with
letter of access

Criteria for data
protection

Guideline study

GLP

Deviations

Official
1 REFERENCE use only

1994): YRC 2894 - Pilot study on subacute toxi
B6C3F1 mice (Administration in feed over 3 weeks
No. 23450, date: 1994-11-04.

PPP-Monograph Chapter: B.6.3 Short-term toxicity.
studies. B.6.3.1.2 Mice (Study1)

2 GUIDELINES AND Q
No;

s, body weight and food and water intake were
itable time points. A macroscopic examination was
cropsy and selected organs (liver and kidneys) were
eighed.

nd w

re acceptable. The daily intakes were equivalent to 0, 30.1, 367.8
141.0 mg/kg bw/day in males, and 0, 63.9, 559.3 and 5785.1
mg/kg bw/day in females, at 0, 100, 1000 and 10,000 ppm, respectively.

4 RESULTS AND DISCUSSION

No animals died during the study or showed clinical signs of toxicity.
Body weight gain was reduced in males at 10,000 ppm. At this dose level
food intake was reduced and, therefore, feed efficiency decreased in
males. Food intake was reduced in females at 1000 ppm and above.
Water intake was reduced in females at 10,000 ppm.

Gross necropsy revealed enlarged livers in 2/3 males at 10,000 ppm.
Liver weights (absolute and relative) were increased in both sexes at 1000
ppm and above, Although liver enzyme activities were not determined in
this study, the liver weight increases are regarded as a consequence of
liver enzyme induction, which has been demonstrated for mice in other

X
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Section A6.3.1

Annex Point 11A6.3

Short-term repeated dose toxicity (28 days) — oral (3)

Mouse, 3 weeks

5.1

5.1.1

Conclusion

Reliability

studies.

Based on reduced food intake in females and increased liver weight in
both sexes at 1000 ppm (liver enzyme activities were not determined
NOAEL of 100 ppm was determined for this study (equivalent t6:30.
63.9 mg/kg bw in males and females, respectively). This non-GLP's
was conducted in general agreement with OECD guidelines (No 40’
1981).

5 CONCLUSION
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Annex Point 11A6.3

Short-term repeated dose toxicity (28 days) — oral 3)

Mouse, 3 weeks

Evaluaﬁen by Competent Authorities

Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted

Date
Materials and Methods

Results and discussion

Conclusion

Reliability
Acceptability

Remarks

EVALUATION BY RAPPORTEUR MEMBER STAT
30/06/2006

Date
Materials and Methods

Results and discussion
Conclusion
Reliability
Acceptability

Remarks

ew of rapporteur member state

ont view of rapporteur member state

ting from view of rapportenr member state
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Section A6.3.1 Short-term repeated dose toxicity (28 days) — oral (4)
Annex Point 11A6.3 Mouse, 14 days
Official
1 REFERENCE use only

1.1 Reference @R 19572). YRC 2894 - Study for subacute oral toxici
mice (Feeding study over 2 weeks_{eport No. 26017,
1997-20-25.

PPP-Monograph Chapter: B.6.3 Short-term toxicity.
studies. B.6.3.1.2 Mice (Study 2) /

1.2 Data protection
1.2.1 Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data
protection

2 GUIDELINES AND
2.1 Guideline study Yes;
OECD guideline 407

22 GLP [
2.3 Deviations -

)

ctive of this study was to investigate the effects of

ppm YRC 2894 (thiacloprid) (purity:

l'investigations were carried out at the end of the study. All
received a macroscopic examination at necropsy. The liver
ed, weighed and subjected to microscopic examination.
amples were taken for enzyme determinations.

¢ concentration, stability and homogeneity of the test material in the
diet were acceptable. The mean daily intakes were equivalent to 0, 21.6,
84.3, 765.1 and 4143.2 mg/kg bw/day in males, and 0, 29.8, 113.2,
1201.2 and 5449.8 mg/kg bw/day in females at dose levels of 0, 50, 200,
2000 and 10000 ppm, respectively.

4 RESULTS AND DISCUSSION

No animals died during the study or showed clinical signs of toxicity. X
Body weights and food intakes were not affected by treatment. Water
intakes were reduced in males at 2000 ppm and above.

In top dose males, there was a significant reduction in the mean
cholesterol value and a significant increase in the mean protein value.
Whereas in females, there was a significant reduction in mean albumen,
cholesterol and bilirubin values at the top dose level. Dose-dependent
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Section A6.3.1 Short-term repeated dose toxicity (28 days) — oral (4)

Annex Point 11A6.3 Mouse, 14 days

enzyme induction was evident in the liver of both sexes at dose levels 2 '
2000 ppm with some marginal effects at 200 ppm (Table A6_3_1-1).

No gross findings were seen at necropsy. Mean liver weight (absolute
and relative) was increased in both sexes at dose levels 2 200017
(Table A6_3_1-2). Microscopy revealed hypertrophy of the
centrilobular hepatocytes in males at 200 ppm and above and:in
at 2000 ppm and above. The lipid content in hepatocytes w
in both sexes at 2000 ppm and above.

Based on the liver effects (weight, lipid content an
at 2000 ppm, a NOAEL of 200 ppm was determi
(equivalent to 84.3 and 113.2 mg/kg bw/day in mal
respectively).

5 CONCLUSION

5.1 Conclusion The NOAEL of 200 ppm (equivalent to
on stronger liver effects (increased:live
content in hepatocytes) at 2000 pp

5.1.1  Reliability |

o m males) is based X
an increased lipid
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Section A6.3.1 Short-term repeated dose toxicity (28 days) — oral (4)

Annex Point ITA6.3 Mouse, 14 days

Evaluation byf'Coxﬁpetent;Authoritigsr;_: -
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Reliability
Acceptability

Remarks
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Materials and Methods nal relevant discrepancies referring to the (sub)heading numbers

t's summary and conclusion.
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Reliability Discuss if deviating from view of rapportenr member state
Acceptabili Discuss if deviating firom view of rapporteur member state

Remarks
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Table A6_3_1-1 Liver enzyme determinations

Dose 0 50 200 2000 10000
Males

con* ] ] B

EROD" | ] H

H | |

et u u B

Gs-ree C N N |

UDPGT* B B B B

cop- u u u |

EROD" ] ] ] -

ALD" | | P —

— — n —

o1+ H | . C

UDPGT* [ | B B

Key: * = nmol/g/min, ** = umol/g/min

Table A6_3 1-2 Absolute and relat t (mean values)
Dase 0 200 2000 10000
Males
Body weight (g) .

Absolute (mg)
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Section A6.3.2

Annex Point I1AG6.3

Short-term repeated dose toxicity (28 days) — dermal

Rat, 28 days

1.1

1.2
1.2.1
1.2.2

1.23

2.1

23

Reference

Data protection
Data owner

Companies with
letter of access

Criteria for data
protection

Guideline study

GLP

Deviations

Official
1 REFERENCE : use only

1997b): YRC 2894 - Study for subacute derma
in rats (four-week treatment and two-week recovery period]
Report No. 25959, date: 1997-02-07. ‘

PPP-Monograph Chapter: B.6.3 Short-term toxicity. B.6.3.2
routes. B.6.3.2.2 Dermal exposure

2 GUIDELINES AND QU
Yes;

OECD guideline 410; US-EP.
method B.9

-2; Directive 88/302/EEC

AND METHODS
r rats (5/s

ex/dose) were dermally administered
: at levels of 0, 100, 300 and

ressifigs were removed and the application sites were cleaned with
d water.

selection was based on a previous dose ranging study using 0 and
00 mg/kg bw/day (T7060074). The effects reported in this study
included lower food intake, white blood cell changes, increased
cholesterol levels, reduced triglyceride levels, increased liver weight,
lower thymus weights and dark-red spleens.

Clinical observations, body weight and food intake were recorded at
suitable time points. The treated skin site were examined daily and any
reactions were scored on the Draize scale. All the animals were given a
macroscopic examination at necropsy. Blood was samples were taken
for haematological and biochemical determinations. The following
organs were removed and weighed: brain, heart, lungs, liver, spleen,
kidneys, adrenals, thymus and testes. Histopathology of retained organs
and tissues was carried out.

No animals died during the study or showed clinical signs of toxicity. X
There were no treatment-related effects on body weight. No local skin
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Section A6.3.2 Short-term repeated dose toxicity (28 days) — dermal

Annex Point 11A6.3 Rat, 28 days

reactions were observed at the treatment sites. In females, there was a
transient decrease in food intake at 1000 mg/kg bw/day.

The haematological and clinical chemistry did not reveal any treatment-
related changes.

There were no treatment-related macroscopic findings at necro
mean liver weights (absolute and relative) were increased in by
at 1000 mg/kg bw/day (Table A6_3_1-2). At the end of ¢
period the liver weights of the 1000 mg/kg bw/day group.:
comparable to the control values.

4 RESULTS AND DISCUSSION

Microscopy revealed centrilobular hypertrop
more homogeneously structured cytoplasm w
dose levels 2 300 mg/kg bw/day and in f
These findings are considered to be a coni
induction and usually indicate an.ada
recovery period these changes wer
females. The thyroids of malés.an
hypertrophy at 1000 mg/kg bw

but not completely reversible int
period (1/5 males still exhib

1 in male livers at
mg/kg bw/day.
er enzyme

€. At the end of the
n 2/5 males but not in

5.1 Conclusion reactions was established at 1000 mg/kg bw, and
ffects at 100 and 300 mg/kg bw for males and females
ed on liver (centrolobular hypertrophy) and thyroid

r cell hypertrophy) at 1000 mg/kg bw.

5.1.1
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Section A6.3.2 Short-term repeated dose toxicity (28 days) — dermal

Annex Point ITA6.3 Rat, 28 days

_ Evaluation by Competent Authorities

Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STAT
04/07/2006

Date
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Results and diseussion

Conclusion

Reliability
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Date
Materials and Methods
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02/20006

Table A6_3_1-2

Absolute and relative organ weights (mean values)

Rel liver wt (mg/100g).

Males (recovery group)

Body wt (g).

Dose (mg/kg bw/day) 0 100 300 1000
Males (main study)

Body wt (g). - . -
Abs® liver wt (mg). - - -
Rel® liver wt (mg/100g). - - -

Females (main study)

Body wt (g). __.__ - .
Abs liver wt (mg). ! - -
Il | I

||

Abs liver wt (mg).

e ome—

Rel liver wt (mg/100g).

L

Fem

I~
—

es (recovery group)

Body wt (g).

Abs liver wt (mg).

Rel liver wt (mg/100g).

Key: a) Abs = absolute. b) Rel = relative. ¢) * p < 0.05

Page 4



LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.3.3

Short-term repeated dose toxicity (28 d)-inhalation (1)

Annex Point 11A6.3 Rat, 5 days x 6 hours
Official
1 REFERENCE use only
1.1 Reference -1995). YRC 2894 - Pilot study on subacute inhalati
toxicity in rats (Exposure: 5x 6 hourshRepon No. 2
date: 1995-08-21.
PPP-Monograph Chapter: B.6.3 Short-term toxicity. B.6.3.2
routes. B.6.3.2.1 Inhalation exposure (Study 1)
1.2 Data protection
1.2.1  Data owner
1.2.2  Companies with
letter of access
1.2.3  Criteria for data
protection
2 GUIDELINES AND QU
2.1 Guideline study No;
Pilot study as far as possible ECD guidelines 403, 412;
US-EPA FIFRA § 82 irecti 2/EEC method B.8
22 GLP
23 Deviations

AND METHODS

ted during the course of the study. Fifty per cent of the animals
sacrificed on the third post-exposure day. The remaining animals
re sacrificed at the end of the 2-week post-exposure observation
period. All the animals received a macroscopic examination at
necropsy. The following organs were removed and weighed: brain,
kidneys, liver, thymus, thyroid, heart, lung, and spleen. Liver samples
were taken for enzyme determinations. At each sacrifice blood was
sampled for basic haematological and biochemical determinations.
Histopathology was not performed in this study.

The MMADs (GSDs) of the particles were 3.3 um (2.3), 2.9 pm (2.1) or
3.3 pm (1.8) at 1.97, 19 or 205 mg/m? air, respectively. Between 44-
55% of aerosol mass was less than 3 pm.

4 RESULTS AND DISCUSSION

No deaths occurred during the study. Clinical signs were observed at X
the top dose and included ungroomed pelt, piloerection, reduced
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LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.3.3 Short-term repeated dose toxicity (28 d)-inhalation (1)

Annex Point 11A6.3 Rat, 5 days x 6 hours

motility, tremor, bradypnea, laboured breathing pattern, flaccid

appearance, mydriasis and emaciation. Based on the respiratory effects,
the report concluded that the test aerosol had a minor potential to act as
an upper respiratory tract irritant. All animals showed normal refle
An increase in grip strength was observed in both males and fema
19 mg/m* and above on day 4 but this finding was not con
measurements made three days later. Rectal temperatures v
significantly reduced at 205 mg/m®.

Significant reductions in body weight were observ
205 mg/m* on day 4 (last exposure day) and day
day). Thereafter, the body weights of the control 3 roups
were similar. Food intake was reduced in bo 05 1
day 4 (last exposure day).

At the highest dose, clotting time (hepatoquick
levels were increased i in ma]es, and hepatl \

actlvmes were decreased, and hep
statistically significantly incr
changes were evident at the te

observed in any anim
size and welght were

nal necropsy At 205 mg/m?, liver
thymus size and weight were

related macrosc r organ weight changes in any animals at

the terminalisac

at the top dose, a NOAEL of 19 mg/m? was
ined for both sexes in this study.

5.1 Conclusion
mg/m? air.

5.1
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Section A6.3.3 Short-term repeated dose toxicity (28 d)-inhalation 1)

Annex Point I1A6.3 Rat, 5 days x 6 hours

Evaluation by Competent Authorities ; ;
—
Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STATE:

Date 04/07/2006

Materials and Methods

Results and discussion

Conclusion
Reliability
Acceptability
Remarks -
COMMENTS FROM ...,
Date Give date of comments
Materials and Methods Discuss additional rele pancies referring to the (sub)heading numbers
and to applicant’ mary and conclusion,
Discuss if deviat of rapporteur member state
Results and discussion devil iew of rapporteur member state
Conclusion iscuss if deviati rom view of rapporteur member state
Reliability d 'af)ng Srom view of rapporteur member state

Acceptability ] ating from view of rapporteur member state
p y Lise ating, PP

Remarks
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Section A6.3.3

Short-term repeated dose toxicity (28 d)~inhalation (2)

Annex Point 11A6.3 Rat, 4 weeks x 5 days x 6 hours
Official
1 REFERENCE use only
1.1 Reference 1998): YRC 2894 - Subacute inhalation toxicity ot
(Exposure 5 x 6 hour/week for 4 weeks eport No
date: 1998-07-20. )
PPP-Monograph Chapter: B.6.3 Short-term toxicity. B.6.3.2
B.6.3.2.1 Inhalation exposure (Study 2)
1.2 Data protection
1.2.1  Data owner
1.2.2  Companies with
letter of access
1.2.3  Criteria for data
protection
2 GUIDELINES AND QU
2.1 Guideline study Yes;
OECD guideline 403, 41 FIFRA § 82-4; Directive
88/302/EEC method
22 GLP B
2.3 Deviations -

\ND METHODS

s (10/sex/dose) were exposed (nose
) to YRC 2894 (thiacloprid) (dust purity:

e time points. Reflexes and the rectal temperatures were
Tuated during the course of the study. Ophthalmologic examinations
re performed prior to the start of the study and towards the end.
Urinalysis was also performed near to the end of the study. All the
animals were given a macroscopic examination at necropsy. Selected
organs were removed and weighed, and blood was sampled for
haematological and biochemical determinations. Histopathology of
retained organs and tissues was performed in this study.

For all treatment groups, the MMAD of the particles was approximately
2.9 pm with a GSD of 1.8. Between 51-55% of aerosol mass was less
than 3 um.

4 RESULTS AND DISCUSSION

No deaths occurred during the study. Clinical signs were observed at
the top dose and included bradypnea, reduced motility, tremor, laboured
breathing pattern, piloerection, ungroomed hair-coat, atony, rales,
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LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.3.3 Short-term repeated dose toxicity (28 d)~inhalation (2)

Annex Point 11A6.3 Rat, 4 weeks x 5 days x 6 hours

salivation, mydriasis, miosis and vocalisation. These signs were

considered to be a consequence of respiratory distress rather than as
central nervous effects. Reduced body weights (days 4-11) and
hypothermia were evident in both sexes at the top dose level.

The red blood cell parameters were not affected by treatment. Thé;
were significant increases in the levels of phosphate, glucos
cholesterol, bile acids and calcium and increased alkaline ph
activity in top dose females. Glucose and phosphate levels 3
significantly increased in top dose males. The results o
determinations are present in Table A6_3 3-1.Li
was detected at 143.4 mg/m? air which was more pr
than in males. A marginal effect in some enzyme

mg/m?®. Changes indicative of an effect on th
during this study.

No treatment-related effects were reveale
examinations. Urinalysis did not reveal

There were no treatment-related
main organ weight changes
increased lung weights in mal
there was no compound-inducg
Therefore, the male lung
incidental. The thyroid w
mg/m® 143.4 mg/m?*

were considered to be
were slightly increased at 18.2

The microscopic ex ' ealed minimal to slight hypertrophy of
hepatocytes >18.2 mg;

ed in the thyroidal follicular epithelium of
. Microscopy did not detect any treatment-
iratory tract.

8, reduced body weight and the liver and thyroid

5.1 Conclusion ¢ ,
and thyroid effects at 143.4 mg/m? air,
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Section A6.3.3

Annex Point HAG6.3

Evaluation by Competent Authorities

Short-term repeated dose toxicity (28 d)-inhalation (2)

Rat, 4 weeks x 5 days x 6 hours

Use separate "evaluation boxes" to provide transparency as o the
comments and views submitted

Date
Materials and Methods
Results and discussion

Conclusion

Reliability
Acceptability

Remarks

EVALUATION BY RAPPORTEUR MEMBER STAT
04/07/2006

Date
Materials and Methods

Results and discussion
Conclusion
Reliability
Acceptability

Remarks

iscuss if deviating from view of rapporteur member state
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Table A6_3_3-1 Liver enzyme and triglyceride determinations

Dose (mg/m?) 0 2 18.2 143.4/200°

_

Males

N-DEM (mU/g).
O-DEM (mU/g).
P450 (nmol/g).

Trigl (mcmol/g).

Females

N-DEM (mU/g).
O-DEM (mU/g).
P450 (nmol/g).

Trigl (memol/g).

Key: a) Exposure level reduced in 2™ week. b) * p < 0.05, **

Table A6_3_3-2  Absolute and relative organ weights

Dose (mg/m*) 0 18.2 143.4/200°

Body wt (g).

Abs® liver wt (mg).

Rel® liver wt (mg/100g).

Abs lung wt (mg).
Rel lung wt (mg/100g).
Rel lung wt (mg/100g)"

Abs thyroid wt (mg),

Rel thyroid wt (mg/l

Females
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Section A6.4.1 Subchronic Toxicity — oral (1)
Annex Point 1TAG.4 Rat, 13 weeks
Official
1 REFERENCE use only

L1 Reference G oo7): YRC 2894 - Investigations 6f
subchronic toxicity in Wistar rats (Feeding study over 12 ks with
subsequent recovery period over 5 weeks)ﬁRe
26239, date: 1997-05-06.

PPP-Monograph Chapter: B.6.3 Short-term toxicit
studies. B.6.3.1.1 Rats (Study 3)

1.2 Data protection
1.2.1  Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data

protection
2 GUIDELINES AND SSURANCE
2.1 Guideline study Yes;
OECD guideline 40
2.2 GLp
2.3 Deviations

ND METHODS

r rats (10/sex/dose) were administered YRC 2894
in diet at concentrattons of 0, 25, 100, 400

ervations, body weight and group food and water intakes
rded at appropriate time points. Ophthalmologic examinations
performed prior to the start of the study on all animals and in week
on the main control and top dose groups. Haematology,

chemistry (including thyroid parameters) and urinalysis were
performed in week 3 and 11 for the main groups and week 17 for the
recovery groups.

Immunotoxicological investigations were performed at the end of
treatment using cardiac blood, mesenteric lymph nodes, femur with
bone marrow and half of the spleen of 5 animals per group were
sampled and immediately chilled. The following parameters were
determined: cell counts, FACScan analyses (spleen stained with surface
markers for B-cells, T-helper cells, lymphocytes and antigen presenting
cells/fluorescence evaluation techniques), macrophage activity after
PMA (4,3-phorbol-12-myristate-13-acetate) stimulation, mitogen
stimulation (lipopolysaccharide) and antibody levels. Liver samples
were taken at necropsy for enzyme and triglyceride determinations.
Liver and kidney samples were also taken to determine whether the test

Page 1




LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.4.1 Subchronic Toxicity — oral (1)

Annex Point 1A6.4 Rat, 13 weeks

material had an effect on cell proliferation (immunohistochemical
demonstration of proliferating cell nuclear antigen). An extensive list of
organs were weighed and subjected to gross pathological and ‘
histopathological examination at necropsy. The liver, lungs, kidneys
and thyroid glands were examined microscopically at all dose
Other organs and tissues were examined in the control and
groups only.

The concentration, stability and homogeneity of the test mat
diet were acceptable. The mean daily intakes wer
123.2 mg/kg bw/day in males, and 0, 2.0, 7.6, 35.¢
bw/day in females at dose levels of 0, 25, 100, 401
respectively.

4 RESULTS AND DISCUSSION

Mean body weights and body welght
at'1600 ppm. At the end of the treat

time. Food intakes were not
s reduced in males at 1600

n 100 ppm females at week 3 was not seen at
t considered this finding to be toxicologically

results of the thyroid hormone valuations are presented in Table

-2. There were no significant treatment-related effects on

ales at any dose level. At week 3, T3 concentrations were
significantly increased in males at all dose levels. Whereas the T3
concentration at week 12 was only significantly increased at 1600 ppm.
T4 concentrations were increased in males at 400 ppm and above at
week 3 only. The thyroxine-binding capacity (TBC) was significantly
increased in 1600 ppm males at 3 weeks, at all dose levels at week 12
and, in 400 and 1600 ppm females at week 3. The report considered
these TBC findings to be incidental and not of biological significance
because they were small, not dose-related, and the individual values lay
within the reference range for animals of this age (apart from 100 ppm
males at week 12). Inaddition there were no effects on thyroid weight
or morphology at these low dose levels and no thyroid effects were seen
in other rat studies at these dose levels. The report considered the small
effects on thyroid hormone levels to be secondary to the stronger liver
enzyme induction, especially UDP-glucuronyl transferase. No
significant changes in the hormone levels were detected at the end of the
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LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.4.1 Subchroenic Toxicity — oral (D)

Annex Point 11A6.4 Rat, 13 weeks

recovery period.

The results of the liver enzyme and triglyceride determinations are

presented in Table A6_4_1-3. A liver enzyme induction was detect
a dose level of 400 ppm (cytochrome P450, NDE, ODE) and mare
pronounced after 1600 ppm in both sexes (cytochrome P450 N
ODE, ECOD, ALD, EROD). There was no evidence of en?
induction at the end of the recovery period. Urinalysis reveal
increase in sodium and calcium in 1600 ppm males at we
17. The results of the gross and histological examination
weight determinations and cell protiferation inve gation
indication of kidney damage.

The results of the mmunotoxncologlcal testsShowed th was no
effect on cell counts or cell size distribution o mph node
cells. There was a slight increase in macrophage ac 'vatton at 1600 ppm
and a slight increase in males of lipopolys A

cells (mitogenic stimulation) in the splee pm. Antibody
levels (IgA, 1gG and IgM) were n itment. There was
no evidence of an effect on cell p ferat e liver or kidney
evaluations,

tected at necropsy. Relative
males and at 1600 ppm in
ased in males at the highest
ealed hepatocellular

No gross treatment-related fi
liver weights were increased
both sexes. Thyroid weigt

recovery
hypertro

hemistry changes and liver effects at 400 ppm, a
as determined for this study (equivalent to 7.3

ONCLUSION

L of 100 ppm (equivalent to 7.3 mg/kg bw in males) was
tronger liver effects and also thyroid effects at 400 ppm and
doses.

5.1 Conclusion
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Section A6.4.1

Annex Point 11A6.4

| "Evkxiluat‘ian' by Cémpeteht Authorifiéé

Subchronic Toxicity — oral (1)

Rat, 13 weeks

Use separate "evaluation boxes” to provide transparency as to th
comments and views submitted

Date
Materials and Methods
Results and discussion

Conclusion

Reliability
Acceptability

Remarks

EVALUATION BY RAPPORTEUR MEMBER STATE:
05/07/2006

Date
Materials and Methods

Results and discussion

and to applicant’.
Discuss if devi

Conclusion om view of rapporteur member state
Reliability om view of rapporteur member state
Acceptability ting from view of rapporteur member state
Remarks
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02/2006

Table A6_4_1-1

Clinical chemistry changes (mean values)

Key: * p<0.05, ** p < 0,01

Table A6_4_1-2

Thyreid hormenes in the blo

Week 3 Week 12 Week 17 (recovery group)

Dose Cholesterol Protein Cholesterol Protein Cholesterol Protein

(ppm) (mmol/) (N (mmol/l) (g (mmolA) (g
Males

0 H H W H

2 | N NN BN mEN I

wunll BEN NEN N | J

400 o N N (. !

o | TN [N TN | | |
Females ‘

W _ I BN

5 BN n |

H . C 1 |

o | T

1600 N | |

Week 17
(Recovery group)

TBC?

T3!

T4

" NEEEE
-n W---N

1600

w-nnq mmne

nun

-

| R 1 g A
00 m-—-m |

Key: 1) Triiodothyronine (nmol/l). 2) Thyroxine (nmol/l). 3) Thyroxine binding capacity. 4) * p £0.05,
L3
p<0.01
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LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.4.1

Subchronic Toxicity - oral (2)

Annex Point I1A6.4 Mouse, 14 weeks
Official

1 REFERENCE % use only

1.1 Reference 1995). YRC 2894 - Subch
range-finding study for a two-year study in B6C3F1 mice
(Administration in feed over about 14 weeks)
23834, date: 1995-03-14,
PPP-Monograph Chapter: B.6.3 Short-term toxicity. B.6.
studies. B.6.3.1.2 Mice (Study 3)

1.2 Data protection

1.2.1  Data owner

1.2.2  Companies with

letter of access
1.2.3  Criteria for data
protection

2 GUIDELINES AN

2.1 Guideline study Yes;
OECD guideline 408;.US<EP RA § 82-1; Directive 88/302/EEC
method B.7

22 GLP

2.3 Deviations

AND METHODS

s were recorded at suitable time points. Haematological and
al investigations were carried out in weeks 12 and 13. All the

eys, adrenals and gonads. Liver samples were taken for enzyme
rminations. Sections of liver, kidney, pituitary gland, thyroid gland
and organs or tissues exhibiting gross changes from all animals and
dosage groups were examined microscopically. In addition, the testes
and epididymides from animals dosed with 0 and 6250 ppm were
examined.

The concentration, stability and homogeneity of the test material in the
diet were acceptable. The mean daily intakes were equivalent to 0, 19.9,
102.6, 542.4 and 2819.9 mg/kg bw/day in males, and 0, 27.2, 139.1,
704.3 and 3351.0 mg/kg bw/day in females at dose levels of 0, 50, 250,
1250 and 6250 ppm, respectively.

There were no treatment-related deaths or clinical signs of toxicity
during the study. The deaths that occurred prior to the scheduled
sacrifice are given in Table A6_4_1-1. Seven of these deaths are
believed to be due blood sampling from the retro-orbital venous plexus.
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LANXESS Deutschland GmbH Thiacloprid 02/2006

Section A6.4.1 Subchronic Toxicity - oral (2)
Annex Point 11A6.4 Mouse, 14 weeks
4 RESULTS AND DISCUSSION

A significant reduction in mean body weight (14%) was observed |
males at 6250 ppm. An increase in the mean food intake was observed:
in males at 1250 ppm and above (8-12%). A slight reduction in food
efficiency was evident at these dose levels. The mean water '
reduced in males at 6250 ppm.

There were no treatment-related haematological changes
clinical chemistry changes are presented in Table A

significant reductions in protein levels in female 250
ppm were not considered biologically relevant because th idual
values are within the normal range and control value ively
high.

Liver enzyme induction occurred in both
with marginal effects at 250 ppm (Table

Gross examination did not reveal an;
prematurely or were Killed at th sacrifice. The main organ
weight changes are presented

The mean relative liver weig creased in both sexes at 1250
ppm and above. The micrg ination revealed hepatocellular
hypertrophy in males a “in both sexes at 1250 ppm and
above. The mean relatj reights were slightly (not statistically
sngmﬁcant) increased i fej 1250 ppm and above.

i with a dose-related increase in the

 of the female adrenal X-zone at 50 ppm
rophy of this zone (Table A6_4 1-5). The
“lower numbers of old corpora lutea at 1250
terstitial glands of the ovaries appeared to be

ulla (function unclear). The presence of this extra adrenocortical
ne appears to be dependent on age and reproductive status. Based on
histology and ultrastructural criteria, the X-zone has been described in
 mice, voles, red squirrels, shrews, rabbits and the cat.
(1986) appears to suggest that histologically similar tissue may be
present in the foetal zone of the human adrenal gland. The human foetal
cortex disappears during the first six months of the neonatal period
1988). The mouse X-zone involutes in males at puberty and
persists in females until the first pregnancy. In non-pregnant females, it
degenerates during adulthood depending on the genetic background of
the animal * 1983). In Swiss mice, it has been shown
that the formation and degradation of this zone are influenced by
pituitary and gonadal function 1986).

Based on the liver effects (enzyme induction, weight and morphology)
at the next highest dose, a NOAEL of 50 ppm was determined for male
rats in this study (equivalent to 19.9 mg/kg bw/day). Because of the
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Section A6.4.1

Annex Point I1A6.4

Subchronic Toxicity — oral (2)

Mouse, 14 weeks

effects on the adrenal X-zone in females, a NOEL was not established in
female mice.

5 CONCLUSION

The NOAEL of 50 ppm (equivalent to 19.9 mg/kg bw in m;
based on stronger liver effeets (weight, enzyme induction, n
at 250 ppm. Due to slight effects on the adrenal X zone in fen
NOEL was established in female mice.
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Section A6.4.1 Subchronic Toxicity — oral (2)

Annex Point 11A6.4 Mouse, 14 weeks

':Evziluation‘ by ,'Cbnipétent Authorities

Use separate "evaluation boxes” to provide iransparency as to th
comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STAT
05/07/2006

Date
Materials and Methods
Results and discussion

Conclusion

Reliability
Acceptability

Remarks

Date
Materials and Methods

Results and discussion
Conclusion
Reliability
Acceptability

Remarks
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Table A6_4_1-1 The number of deaths which occurred prior to the scheduled sacrifice

Dose Males Females
0 |
50 |
250 |
1250 .

6250 |
"I found dead, b) illed in moribund state.

Table A6_4_1-2  Biochemical changes

Parameter 0 ppm 50 ppm 250 ppm

Males

AP (U)

Cholesterol (mmol/1)

Triglycerides
(mmol/)

Bilirubin (pmol/l)

Cholesterol (mmol/})

Bilirubin (umol/l)
Protein (g/1)
Albumin (g/1)
Key:a)* p<0.05, ** p<0.0

innl § N

%,

Table A6_4_1-3 i de ions in liver homogenates (mean values)

Dose (ppm) : EM (mU/g) P450 (nmol/g)

Females

1250
6250

B <005+ p<001

Males
||
||
||
s
||
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Table A6_4_1-4

Absolute and relative organ weights (mean values)

Rel kidney wt (mg).

Females

Body weight (g).

Abs liver wt (mg).

Paramecter/dose 0 ppm 50 ppm 250 ppm 1250 ppm 6250 ppm
Males
Body weight (g). . -
Abs® liver wt (mg). - -
Rel liver wt. - -
Abs kidney wt (mg). - -
Il =

Rel liver wt.

Abs adrenal wt (mg).

Rel adrenal wt (mg).

Abs kidney wt (mg).

Rel kidney wt (mg).

Abs heart wt (mg).

Rel heart wt (mg).

AR -

Key: a) * p £0.05, ** p < 0.01. b) Abs = ab

Table A6_4_1-5 The severity and inci

mice

ative (mg/100 g).

Dose (ppm)

No. animals

Grade | (minimal)

250

1250

6250

Grade 2 (slight)
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Section A6.4.1 Subchronic Texicity - eral (3)
Annex Point IIA6.4 Dog, 10 weeks
Official
1 REFERENCE use only
1.1 Reference 1998a): YRC 2894 - Subacute toxic

Beagle dogs (Dose range finding study by feed admixture over a
10 weeks Report No. 27177, date: 1998-02-05revi
1999-02-11.

|

PPP-Monograph Chapter: B.6.3 Short-term toxicity.
studies. B.6.3.1.3 Dogs (Study 1)

1.2 Data protection

1.2.1 Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data

protection
2 GUIDELINES A SSURANCE
2.1 Guideline study Yes;
OECD guideline 409
22 GLP X
23 Deviations

ND METHODS

2/sex/dose) were fed diet containing YRC
at 0, 100, 300 and 1000 ppm for up to

ghest dose was increased from 1000 to 2500 ppm in a
r (1250 ppm on day 19, 1600 ppm on day 26 and 2500

to the study on day 38 and received diet containing 2500
weeks.

al observations, body weight and food intake were recorded at
priate time points. Water intake was also monitored. Reflex
tions, pulse rate and body temperatures were recorded prior to the
study and in weeks 4 and 9. Laboratory investigations (haematology
and biochemistry) were performed prior to the start of the study and in
weeks 2, 4, 5, 6 and 9. Urine was collected (6 hours) prior to the start of
the study and in weeks 2, 4, 5 and 9. All animals were sacrificed at the
end of the study and received a gross examination. Selected organs
were removed and weighed (brain, heart, liver, lungs, spleen, adrenals,
kidneys, pancreas, thyroid, pituitary, testes, prostate gland, uterus,
thymus, ovaries). The organs were fixed and subjected to a microscopic
examination. Liver samples were taken and used for enzyme
determinations.

The concentration, stability and homogeneity of the test material in the
diet were acceptable. Dose levels in study week 9 were equivalent to
average doses of 0, 3.3, 9.6, 80.0 and 65.7 (satellite group) mg/kg
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LANXESS Deutschland GmbH Thiacloprid

02/2006

Section A6.4.1

Annex Point I1A6.4

Subchronic Toxicity — oral (3)

Dog, 10 weeks

S.1 Conclusion

5.1.1

bw/day for both sexes.

4 RESULTS AND DISCUSSION

No deaths occurred during the study. There were no clinical signs
toxicity or treatment-related effects on reflex responses, pul
body temperature. Slight reductions in feed intake were see
sexes after the dose had been increased to 1600-2500 ppm
Reductions in food intake and body weight gain were o
ppm in females of the satellite group.

There were no treatment-related effects on the haen
parameters. At 2500 ppm (both groups), ther
increases in urea and creatinine concentratio
ALT activity was seen in 2500 ppm males in tellite group, which
was partly reversible during the study period; oxine (T4) levels

were slightly reduced and triiodothyroni

2500 ppm females in
the satellite group. Marginal increas vities of the liver

enzymes, EROD, EH and GS¢ ere seen at 2500 ppm.
The report considered these m
the changes in thyroid para
reveal any treatment-related

sy. Prostate weights (absolute and

No gross findings were:
] (both groups). The microscopic

relative) were increas
examination reveal
female in the 100 and one male and one female in the 2500
i 1 the effects on body weight, food intake,

e level, a NOAEL of 300 ppm was
(equivalent to 9.6 mg/kg bw/day for both
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Section A6.4.1

Annex Point I1A6.4

Subchronic Toxicity — oral (3)

Dog, 10 weeks

Evaluation by Competent Authorities ; l

Use separate "evaluation boxes™ to provide transparency as to the
comments and views submitted

Date

Conclusion

Reliability
Acceptability

Remarks

Materials and Methods —

Results and discussion

EVALUATION BY RAPPORTEUR MEMBER STATE
05/07/2006

Date

Conclusion

Reliability

Remarks

Materials and Mcthods ise nal relevant discrepancies referring to the (sub)heading mimbers

Results and discussion

Acceptability

ting from view of rapporteur member state

ting from view of rapporteur member state

iscuss if deviating from view of rapporteur member state
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Section A6.4.1 Subchronic Toxicity — oral )
Annex Point I1A6.4 Dog, 15 weeks
Official
1 REFERENCE use only

1.1 Reference —1998)2 YRC 2894 -Subchronic toxicity stiy
in Beagle dogs (Feeding study for about 15 weeks
No. 27464, date; 1998-05-08.

PPP-Monograph Chapter: B.6.3 Shori-term toxicity. B.6.3.
studies. B.6.3.1.3 Dogs (Study 2)

1.2 Data protection

1.2.1 Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data

protection
2 GUIDELINES AND Q
2.1 Guideline study Yes;
OECD guideline 409
2.2 GLP
23 Deviations

AETHODS

0gs (4/sex/dose) were fed diet containing YRC
~h) at 0, 250, 1000 or 2000 ppm for
ose group was initially treated with 4000 from day
1 caused severe vomiting, refusal to feed, body
nd slight tremor. Therefore, after a period without
day 5 to day 14, this group was treated with a dose of
000 ppm from day 15 onwards. This period was compensated for by a
on of the study.

observations, body weight and food intake were recorded at
uitable'time points. Body temperature, pulse rate and reflex reactions
valuated prior to the start of the study and in weeks 7 and 15.
g the same weeks, ECGs and ophthalmologic investigations were
performed. Laboratory investigations (haematology, biochemistry and
rinalysis) were performed prior to the start of the study and in weeks 2,
7and 15. All animals were sacrificed at the end of the study and
received a gross examination. Selected organs were removed and
weighed (brain, heart, liver, lungs, spleen, adrenals, kidneys, pancreas,
thyroid, pituitary, testes, prostate gland, uterus, thymus and ovaries),
An extensive list of organs and tissues were examined microscopically.
Liver samples were taken and used for enzyme determinations.

The concentration, stability and homogeneity of the test material in the
diet were acceptable. Daily intakes were equivalent to 0, 8.5, 34.9 and
68.0 mg/kg bw/day in males and 0, 8.9, 34.7 and 65.3 mg/kg bw/day in
females, at 0, 250, 1000 and 2000 ppm, respectively.
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Section A6.4.1

Annex Point 11A6.4

Subchronic Toxicity — oral (4)
Dog, 15 weeks

5.1 Conclusion

5.1.1  Reliability

4 RESULTS AND DISCUSSION

There were no deaths, clinical signs or effects on food intake or body
weight following the introduction of the amended dosing regimen.
Body temperature, pulse rate and the reflex reactions were not affe
by treatment. The ECGs and ophthalmologic investigations did not
reveal any treatment-related effects. The lack of clinical signs atth
chosen dose levels was not the consequence of poor absorpti
samples were taken 0, 2, 4, 6 and 24 hours after feeding at
Peak plasma values as measured 4 to 6 houts after dministra
approximately 2, 6, and 14 pg/ml at 250, 1000 a 000 pp.

respectively. Compared with the administered d
are regarded as very high, thus, indicating a hi

transaminase activities at some time-poin
resolved during the study period. T4 le
TBC slightly increased at 1000 and
liver enzyme induction (N-demethyla
2000 ppm. Urinalysis did not

ence of a slight
-T) was observed at

There were no treatment-rel roseopic findings at necropsy. The
main organ weight changes ted in Table A6_4_1-1. The

A6_4_1-2.

1 treatment groups did not exhibit a
ere were no microscopic findings in the
all the weight values are within the

/ s, the apparent inereases in liver weight
may be dug or pa o the low control values. A dose-related

an testicular weight (relative) is evident but all the values
totical control values. The mean prostate weights
elative) were increased at 1000 ppm and above.
revealed slight to moderate hypertrophy of the prostate in
these dose levels.

The increased liver w

AL 2000 ppm, there was a slightly increased incidence of spermatocytic
generation in the testes (2/4 dogs) and/or in the epididymides (4/4
gscompared to one control dog). The interstitial testicular cells

dig cells) also appeared to be slightly more prominent in three dogs
is dose level. However, such findings are known to show a wide
variation with respect to severity and incidence in young dogs.

Based on the prostate effects at the next highest dose, a NOAEL of 250
ppm was determined for males in this study (equivalent to 8.5 mg/kg
bw/day). A NOAEL of 2000 ppm was determined for female dogs
(equivalent to 65.3 mg/kg bw/day in females).

5 CONCLUSION

A NOAEL of 250 ppm (equivalent to 8.5 mg/kg bw in males and to 8.9
mg/kg bw in females) was established in this study, based on liver and
prostate eftects at 1000 ppm.
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Section A6.4.1

Annex Point 11A6.4

__ Evaluation by Competent Authorities

Subchronic Toxicity - oral (4)
Dog, 15 weeks

Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted

Date
Materials and Methods

Results and discussion

Conclusion

Reliability
Acceptability

Remarks

EVALUATION BY RAPPORTEUR MEMBER STATE,
07/07/2006

Date
Materials and Methods

Results and discussion
Conclusion
Reliability
Acceptability

Remarks

evant discrepancies referring to the (sub)heading numbers
untmary and conclusion.
ting from view of rapporteur member state

deviating from view of rapportenr member state
if deviating from view of rapporteur member state

cuss if deviating from view of rapporteur member state
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Table A6_4_1-1 Absolute and relative organ weights (mean values)

Parameter/dose 0 ppm 250 ppm 1000 ppm 2000 ppm
Males

Mean body weight (kg)

Abs?® liver wt ().
Rel liver wt (g/kg).

Abs testes wt (g).
Rel testes wt (g/kg)

Abs prostate wt (g).

InEEREn

Rel prostate wt (g/kg).

]

emales

Mean body weight (kg)

Abs liver wt (g).
Rel liver wt (g/kg).

Abs ovarian wt (g)

Rel ovarian wt (g/kg).

Abs uterine wt (g)

a=iinin EEEEEEN

a=jEREn

Rel uterine wt (g/kg).

Key: a) * p < 0.05, ** p < 0.01. b) Abs = absolute.

Table A6_4_1-2  Historical control prostate and testes weight

Organ Mean + SD (range)

Absolute liver weight.”

Relative liver weigh

Relative prostate weight.

Key: a) range for male dogs.
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Section A6.4.2 Subchronic Dermal Toxicity
Annex Point 11A6.4

JUSTIFICATION FOR NON-SUBMISSION OF DATA gﬁﬁ;‘:‘i‘;
Other existing data [X] Technically not feasible [ | Scientifically unjustified [X] 1
Limited exposure | | Other justification | |
Detailed justification: A subchronic dermal study (90 days) using the active substance was

performed. Instead, a subacute dermal toxicity study in ra
conducted. This study revealed effects that were identical to
in the respective oral studies. These effects were limited t
hepatocellular and thyroid follicular hypertrophy.

Based on these findings, a route-specific toxicity
dermal route can be excluded and the risk assess

Undertaking of intended
data submission i1

Use separate "evaluation boxe.
comments and views submitted

07/07/2006

Date

Evaluation of applicant's
justification

Conclusion
Remarks

S FROM OTHER MEMBER STATE (specify)
Date mments submitted

Evaluation of applican iating from view of rapportenr member state

justification

Conclusion iscuss if deviating from view of rapporteur mnember state

Remarks
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Section A6.4.3

Subchronic Inhalation Toxicity

Annex Point 11A6.4
JUSTIFICATION FOR NON-SUBMISSION OF DATA fsgﬁc;?;
Usomy
Other existing data | |}

Limited exposure [X]

Technically not feasible [ | Scientifically unjustified [X]

Other justification | |

Detailed justification:

A subchronic inhalation study (90 days) using the active gubstan
not performed. Instead, a subacute inhalation study with thielop
rats was conducted. The effects seen in this study were com
that observed in the repeated-dose oral studies in rodents. Li
enlargement and thyroid effects were seen at the hi
thiacloprid in the test atmosphere, Thus, there is
specific toxicity of thiacloprid. Conducting a-subc]
in addition to the subchronic oral study is therefore

route-to-route extrapolation is possible. )

Furthermore, both the vapour pressure of thiac]
concentration of the active substance in the
low to expect appreciable exposure via
via inhalation to thiacloprid is expecte
the water-based guide recipe. The res
10.64 x 107 mg/kg/day (cf. Di
leaves a margin of safety of 1

NOAEL of 1.23 mg/kg/day. T
inhalation study in rodent
considerations.

quirement for a subchronic
aived based on exposure

Undertaking of intended
data submission | 1
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Section A6.4,3 Subchronic Inhalation Toxicity
Annex Point 11A6.4

Evaluation by Competent Authdritiés

Use separate "evaluation boxes" to provide transparency as to the

comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STATE
Date 07/07/2006

Evaluation of applicant's
justification

Remarks -

COMMENTS FROM OTHER MEMBER

Date Give date of comments submitted

Evaluation of applicant's  Discuss if deviating from view of rapp
justification

Conclusion Discuss if deviating from view ember state

Remarks
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Section A6.5/6.7 Chronic Toxicity — oral and Carcinogenicity study (1)
Annex Point 11A6.5/6.7 Rat, 2 years
Official
1 REFERENCE use only
1.1 Reference 1998): YRC 2894 -
Combined chronic toxicity/carcinogenicity study in wistar rats <:Di
administration over 2 year*eport No. 27480, date:

05-14.

PPP-Monograph Chapter: B.6.5 Chronic toxicity and carcin
B.6.5.1 Chronic toxicity and carcinogenicily in rats (Study:

1.2 Data protection

1.2.1 Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data
protection
2 GUIDELINES AND QUA

2.1 Guideline study Yes;

OECD guideline 453; US-E
method B.33

2.2 GLP

2.3 Deviations

ND METHODS

was “iigt ascending order of dose - 1.2, 2.5, 25.2 and 51.7 mg/kg body
eighyt per day in male rats, and 1.6, 3.3, 33.5 and 69.1 mg/kg bw per
in females, respectively.

4 RESULTS AND DISCUSSION

The neoplastic findings are presented in Table A6_7-1. A summary of
the tumour incidence and the number of animals with tumours are
presented in Table A6_7-2.

The increased incidences of uterine adenocarcinomas at dose levels >
500 ppm and reduced incidence of galactocele in the mammary glands
in 1000 ppm females may be caused by alterations in hormone
metabolism resulting from the liver effects. Mechanistic studies
indicate that the induction of the microsomal liver enzymes by YRC
2894 (thiacloprid) also included aromatase, an enzyme involved in
estradiol synthesis. This results in increased plasma estradiol levels and
continuous stimulation of the uterine endometrium, which may explain
the increased incidence of uterine adenocarcinomas in old and acyclic
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Section A6.5/6.7 Chronic Toxicity — oral and Carcinogenicity study (1)

Annex Point [1A6.5/6.7 (2L 2 years

rats.

In males, there are small increases in the number of animals with
neoplasms, those with more than one neoplasm, and the number of
benign neoplasms, which can be explained by the increased incidence ot
thyroid follicular cell adenoma. The single follicullar cell adent
at 50 ppm was considered to be within the historical control data
strain of rat. In females, there is an increased incidence in th

adenoma and adenocarcinoma incidences at 25 an
than the control incidence.

determined for the non-neoplastlc effects in ma es a
respectively (equivalent to 1.23 and 3.3 mg/k
females, respectively). A NOAEL of 50 ppm
ici g nces of uterine
adenocarcinoma in females and thyroid follic enoma in males.

5 CONCLUSION

5.1 Conclusion The NOAEL of this study was ivalent to 1.23 mg/kg bw) in
males and 50 ppm (equivalengt ‘ ‘bw) in females. A strong
microsomal enzyme inductio rved at doses of' 2 50 ppm in
males and of > 500 py - a consequence of this liver
enzyme induction, effe d were seen. A TSH increase was
measured in 1000 ppm nost time-points and an increased

incidem.e of follicu adenomas in 500 and 1000 ppm males and
nales was seen. As a further consequence

5.1.1  Reliability
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Section A6.5/6.7 Chronic Toxicity - oral and Carcinogenicity study (1)
Rat, 2 years

Annex Point 11A6.5/6.7

Evaluation by Competent Authorities

Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STATE
Date 02/08/2006

Materials and Methods _
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Section A6.5/6.7 Chronic Toxicity — oral and Carcinogenicity study (1)

Annex Point IA6.5/6.7  \ob2years

Results and discussion
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Section A6.5/6.7 Chronic Toxicity — oral and Carcinogenicity study (1)
Annex Point 1A6.5/6.7  au 2 years
Conclusion
Reliability |
Acceptability -
Remarks -
COMMENTS FROM ...
Date Give date of comments submitted

Materials and Methods

Results and discussion
Conclusion

Reliability
Acceptability

Remarks

Discuss additional relevant discrepancies referringio the (sublheading numbers

and to applicant’s summary and conclusion.
Discuss if deviating from view of rapporteur n

Discuss if deviating from view of rapporte
Discuss if deviating from view of rapp
Discuss if deviating from view o,

Discuss if deviating from viewof f
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Table A6_7-1 Neoplastic findings for all animals scheduled for terminal necropsy

Dose (ppm) 0

25 50 500

1000

0

25 50

500

1000

Males

Females

UTERUS n
stromal polyp (b)
glandular polyp (b)
adenoma (b)
adenocarcinoma (m)

squamous cell carcinoma

(m)

mixed Muellerian tumor

(m)
adenosquamous carc. (m)
stromal sarcoma (m)
schwannoma (m)

granular cell tumor (b)

THYROID GLAND n

C-cell adenoma (b)
follicular cell adenoma (b)

C-cell carcinoma (m)

m = malignant, b = benign * p < 0.05
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Table A6_7-2 The incidence of tumors and tumor bearing animals
Dose (ppm) 0 25 50 500 1000 25 50 500 1000
Males Females

No. of animals

with neoplasms

No. of animals with more than
one primary neoplasm

No. of animals with
metastases

No. of primary neoplasms

No. of benign neoplasms

No. of malignant

neoplasms
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Section A6.5

Chronic Toxicity — oral (2)

Annex Point 11A6.5 Dog, 52 weeks
Official
1 REFERENCE use only
1.1 Reference 1998b): YRC 2894 - Chronic toxicity’
Beagle dogs (52 week feeding study
date: 1998-06-22. .
PPP-Monograph Chapter: B.6.3 Short-term toxicity. B
studies. B.6.3.1.3 Dogs (Study 3)
1.2 Data protection
1.2.1 Data owner
1.2.2  Companies with
letter of access
1.2.3  Criteria for data
protection
2 GUIDELINES AND QU
2.1 Guidecline study Yes;
OECD guideline 452
2.2 GLP
2.3 Deviations

dogs (4/sex/dose) were fed diet containing
ity: ) at 0, 40, 100, 250 or 1000

servations, body weight and food intake were recorded at
time points. Water intake was monitored. Body

e, pulse rate and reflex reactions were evaluated prior to the

‘of the study and in weeks 6, 13,26, 39 and 52. During the same
ks, ECGs and ophthalmologic investigations were performed.
orphological and ultrasonographic investigations of the prostate gland

.. were performed in weeks 8, 17, 26, 35, 44 and 51. Laboratory

investigations (haematology, biochemistry and urinalysis) were
performed prior to the start of the study and in weeks 6, 13, 39, 44 and
51. Additional blood samples were taken in weeks 5, 12, 25, 38 and 51
for toxicokinetic measurements (prior to and 2, 4, 6 and 24 hours post-
feeding). All animals were sacrificed at the end of the study and
received a gross examination. Selected organs were removed and
weighed (brain, heart, liver, lungs, spleen, adrenals, kidneys, pancreas,
thyroid, pituitary, testes, prostate gland, thymus, uterus and ovaries).
An extensive list of organs and tissues were examined microscopically.
Liver samples were taken and used for enzyme determinations.
Samples of the prostate gland were taken for possible hormone analysis.

The dose levels used in this study were based on the 15-week feeding
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Section A6.5 Chronic Toxicity — oral (2)

Annex Point T1A6.5 Dog, 52 weeks

study and a range finding study (study No T7060010). In the range
finding study, dogs were dosed with 95 and 152 mg/kg bw/day for 4
weeks to check if capsule administration might overcome possib
palatability problems (equivalent to 2500 and 4000 ppm in the diet

respectively). Determinations of the concentrations of the test materj
in the plasma on days ! and 12 revealed higher concentrations
(approximately 25-30 pg/ml) than after the first administra
(approximately 5-10 pg/ml). Vomiting, increased salivati
ptosis were seen at both dose levels with a higher severit
dose. In the highest dose group one of the four ani (
Therefore, this study demonstrated that adminis
by means of capsules is not possible and dietary:
chosen for this study.

4 RESULTS AND DISCUSSION

diet were acceptable. Daily intakes w enit to 0, 1.42, 3.60,
8.88, 34.42 mg/kg bw/day in males: .27, 8.30 and 33.80
mg/kg bw/day in féemales at 0240

ulse rate, heart rate or body
CG measurements were not

intake in females at 1000 ppm. The
ot show treatiment-related changes in

Jincrease in mean liver weight (absolute) was observed in the high

dose male dogs at 26 weeks but not at 52 weeks. Microscopic

. examination revealed hepatocellular cytoplasmic changes in male dogs
at 26 weeks but not at 52 weeks. Therefore, the report considered these

liver effects to be adaptive rather than an adverse effect. At the interim

necropsy, prostate weights and sizes in the 100 and 1000 ppm treatment

groups were not different from the controls.

At 52-weeks the prostate weights (absolute and relative) and sizes in the
high dose group male animals were slightly increased against control
and against the treatment groups 40 to 250 ppm. Additional
morphological investigations by sonography of the dog prostates over
the entire study period did not indicate compound-induced differences
between control and treatment groups. The microscopic examinations
did not reveal treatment-related morphological changes in the prostate
glands at 26 and 52 weeks. The report states that the prostate weights in
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Section A6.5 Chronic Toxicity - oral (2)

Annex Point I1A6.5 Dog, 52 weeks

the top dose group were within the individual variation range so that this y
slight weight change is regarded as incidental and of limited

toxicological significance. However, three of the 1000 ppm dog
of the 250 ppm dogs and two of the 40 ppm dogs have prostate we
that are noticeably above the cited historical control data. The
individual prostate weights and body weights are presenteddn
A6_5-3.

Based on the hepatocellular cytoplasmic effects at the nex
a NOAEL of 250 ppm was determined for males i
mg/kg bw/day). A NOAEL of 1000 ppm was de
(equivalent to 33.8 mg/kg bw/day in males).

5 CONCLUSION

5.1 Conclusion The NOAEL of 250 ppm (equivalent to 8.58 mg/kg
was based on liver effects (hepatocellular.¢ hanges) at 1000

5.1.1  Reliability |
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Section A6.5 Chronic Toxicity — oral (2)

Annex Point [1A6.5 Dog, 52 weeks

Evaluation by Competent Authorities
Use separate "evaluation boxes" to provide transparency as to th
comments and views submitted :

EVALUATION BY RAPPORTEUR MEMBER STAT
Date 25/07/2006

Materials and Methods —

Results and discussion

Conclusion

Reliability
Acceptability

Remarks

Date
Materials and Methods

Results and discussioi Discuss if deviating from view of rapporteur member state

Conclusion s if deviating from view of rapporteur member state

Reliabilit scuss if deviating from view of rapporteur member state
g PP

Acceptabilit Discuss if deviating from view of rapporteur member state
p y g PP

Remarks
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Table A6_5-1 Absolute and relative organ weights for male degs (mean values)
Parameter/dose 0 ppm 40 ppm 100 ppm 250 1000 ppm
26 weeks

Body weight (kg)

Abs® liver wt (g).
Rel” liver wt (g/kg).

Abs prostate wt (g).

Rel prostate wt (g/kg).

7

Al=nnn EpnEn
Mj=nun muppEe

52 weeks
Body weight (kg) -
Abs" liver wt (g). -
Rel” liver wt (g/kg). i
Abs prostate wt (g). i
I
Rel prostate wt (g/kg). i

Key: a) Abs = absolute. b) Rel = relative, ¢) Range.

Table A6_5-2 Historical control data p eport for the prostate gland (mean values)

Study

26 weeks
52 weeks

Page 5




LANXESS Deutschland GmbH Thiacloprid 02/2006

Table A6_5-3 Individual body and prostate weights in dogs at 52-weeks

Dog No Body weight (kg) Abs prostate weight (g)

Controls

=l -

40 ppm

=< B B B R L]
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Section A6.6.1 Genotoxicity studies - In-vitro gene mutation study in
bacteria (1)

S. typhimurium, Ames-Test

Annex Point 11A6.6

Official
use only

1 REFERENCE

1.1 Reference Herbold, B. (1995a): YRC 2894 - Salmonella/microsome test plate
incorporation and preincubation method. Bayer AG, Report No. 2
date: 1995-02-21.

PPP-Monograph Chapter: B.6.4 Genotoxicity. B.6.4.1 In
B.6.4.1.1 Bacterial reverse mutation assay (plate incorpor
incubation method)

1.2 Data protection

1.2.1 Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data

protection
2 GUIDELINES AN
2.1 Guideline study Yes; X
OECD guideline 471; PB 84-233295; Directive
92/69/EEC method B.
2.2 GLP
2.3 Deviations

RESULTS AND DISCUSSION

oxicity was noted at the highest concentration. No biologically or
statistically significant increase in the number of revertant colonies was
» seen in any strain at any concentration, Appropriate positive controls
(sodium azide, nitrofurantoin, 4-nitro-1,2-phenylene diamine and 2-
aminoanthracene) produced significant increases in revertant colonies.
Tests were performed in quadruplicate and results were confirmed in an
independently repeated assay.

5 CONCLUSION

5.1 Conclusion YRC 2894 was considered to be non-mutagenic in this assay with and
without metabolic activation in the plate incorporation assay as well as
in the preincubation modification of the Salmonella/microsome test.

5.1.1  Reliability |
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Section A6.6.1 Genotoxicity studies - In-vitro gene mutation study in
bacteria (1)

S. yphimurium, Ames-Test

Annex Point I11A6.6

Evaiyuaktioii"by ‘Cdmpefent Authorities

Use separate "evaluation boxes" to provide transparency as to the -
comments and views submitted

EVALUATION BY RAPPORTEUR MEMBER STATE:
Date 14/08/2006

Materials and Methods
Results and discussion

Conclusion

Reliability
Acceptability

Remarks

Date

Materials and Methods Discuss additional epancies referring to the (subjheading numbers

nd conclusion.

Results and discussion
Conclusion

Reliability
Acceptability

Remarks
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Section A6.6.1 Genotoxicity studies - In-vitro gene mutation study in
bacteria (2
Annex Point ITAG6.6 )
S. yphimurium and E.coli, Reverse mutation assay
Official
1 REFERENCE ) use only
1.1 Reference Otha, K. (1995): YRC 2894 - Reverse mutation assay (Salmonella
typhimurium and escherichia coli). Nihon Bayer Agrochem K.
No. RA95011, date: 1995-08-24.
PPP-Monograph Chapter: B.6.4 Genotoxicity. B.6.4.1 In vit
B.6.4.1.2 Bacterial reverse mutation assay
1.2 Data protection
1.2.1  Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data
protection

2 GUIDELINES AND Q
2.1 Guideline study Yes;

OECD guideline 471 (1983)
Nohsan No. 4200)

A (1991); MAFF (59

2.2 GLP

2.3 Deviations

tabolic activation system (phenobarbital and 5,6-
duced rat liver S9).

RESULTS AND DISCUSSION

recipitation of the test material was seen at the highest concentration X
sed'in this study. No biologically or statistically significant increase in

tie number of revertant colonies was seen at any concentration or in any
strain, Appropriate positive controls (2-(2-furyl)-3-(5-nitro-2-
furyDacrylamide, sodium azide, 9-aminoacridine and 2-

aminoanthracene) produced significant increases in the number of

revertant colonies. Tests were performed in triplicate and results werce
confirmed in an independently repeated assay.

5 CONCLUSION

5.1 Conclusion YRC 2894 was considered to be non-mutagenic in this assay with and
without metabolic activation.

5..1  Reliability |
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Section A6.6.1 Genotoxicity studies - In-vitro gene mutation study in
bacteria (2)

Annex Point 11A6.6 i
S. typhimurium and E.coli, Reverse mutation assay

Evaluation by Competent Authorities

Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted ‘

EVALUATION BY RAPPORTEUR MEMBER STATE
14/08/2006

Date
Materials and Methods

Results and discussion

Conclusion
Reliability
Acceptability

Remarks

Date
Materials and Methods

Results and discussion
Conclusion
Reliability
Acceptability

Remarks
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Section A6.6.2

Genotoxicity studies - In-vitro cytogenicity study in
mammalian cells (1)

Annex Point I11A6.6
Chromosome aberration test
Official
1 REFERENCE use only
1.1 Reference -1995b): YRC 2894 - In vitro mammalian chromosom
aberration test with chinese hamster V79 cell
24516, date: 1995-11-24,
PPP-Monograph Chapter: B.6.4 Genotoxicity. B.6.4.1 In vit
B.6.4.1.4 In vitro mammalian chronosome aberration tes
1.2 Data protection
1.2.1  Data owner
1.2.2  Companies with
letter of access
1.2.3  Criteria for data
protection
2 GUIDELINES AND Q
2.1 Guideline study Yes; X
OECD guideline 473; US-EP Subpart F-Genetic Toxicology;
Rev. July 1 (1986), PB 84 tive 92/69/EEC method B.10
22 GLP [ ]
2.3 Deviations -
3
4 (thiacloprid) (purity: —; dissolved
or clastogenic potential in Chinese Hamster V79
posed for 4 hours to YRC 2894 at concentrations of
'ml in the presence and absence of a metabolic
tem (Aroclor 1254-induced rat liver §9). Cells were
and 30 hours, 200 metaphases per concentration were
mosomal aberrations.
RESULTS AND DISCUSSION
Xicity (mitotic index 78.6-80.7% of controls) was seen at the X

5.1

5.1

Conclusion

Reliability

ighest concentration used in this assay. No biologically or statistically
significant increases in chromosome aberrations were seen at any

" concentration. Appropriate positive controls (mitomycin C and
cyclophosphamide) significantly increased the numbers of chromosomal
aberrations.

5 CONCLUSION

YRC 2894 was not considered to be clastogenic for mammalian cells
with and without metabolic activation in vitro.

e
| X
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Section A6.6.2

Annex Point 11A6.6

Genotoxicity studies - In-vitro cytogenicity study in
mammalian cells (1)

Chromosome abetration test

Evaluation by Competent An,thoritiés

Use separate "evaluation boxes" to provide transparency as to the
comments and views submitted

Date

Materials and Methods

Results and discussion

Conclusion

Reliability

Acceptability

Remarks

EVALUATION BY RAPPORTEUR MEMBER STA
15/08/2006
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Section A6.6.2 Genotoxicity studies - In-vitro cytogenicity study in
mammalian cells (1)

Annex Point 11A6.6 .
Chromosome aberration test

COMMENTS FROM ...

Date Give date of comments submitted

Materials and Methods Discuss additional relevant discrepancies referring to the (sub}headl
and to applicant's sunmmary and conclusion.
Discuss if deviating firom view of rapporteur member state

Results and discussion Discuss if deviating from view of rapporteur member state
Conclusion Discuss if deviating from view of rapporteur mem
Reliability Discuss if deviating from view of rapportenr member stat
Acceptability Discuss if deviating from view of rapporteur mem

Remarks
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Section A6.6.2 Genotoxicity studies - In-vitro cytogenicity study in
mammalian cells (2
Annex Point 11A6.6 ( )
UDS-Test
Official
1 REFERENCE use only

1.1 Reference —1996a [Monograph: 1996b]): YRC 2894 - Te
on unscheduled DNA synthesis in rat liver primary cell cultures’
eport No. 25429, date: 1996-09-16,

1.2 Data protection -

1.2.1 Data owner

1.2.2  Companies with
letter of access

1.2.3  Criteria for data
protection

2
2.1 Guideline study Yes;

OECD guideline 482; US-EP
88/302/EEC method B.18

22 GLP B
2.3 Deviations -

GUIDELINES AND QU

PB.84-233295; Directive

i y prepared cultures of Sprague-Dawley rat
wereexposed to YRC 2894 at 7 concentrations of up to 500
he'presence of 10 pCi/mL 3 H-thymidine (13.6 Ci/mmol).

ity (45.5% survival) was seen at the highest concentration

this test. 150 cells per concentration were scored for nuclear and
splasmic grains following autoradiography. No statistically
ignificant increase in the number of net nuclear grains was seen at any
concentration. A statistically significant increase in the number of net
nuclear grains was seen with the positive control (2-
acetylaminofluorene).

5 CONCLUSION

YRC 2894 was considered to be negative in the in vitro rat primary
hepatocyte unscheduled DNA (UDS) assay.

5.1.1  Reliability i
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