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CpP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION .
PRODUCT & Qb
@\ (g
S @ @
INTRODUCTION ~N S
> § & o
This document summarises the information related to thexicological stu Q%dles and expdsure ", é\’
(operators, workers and bystanders) for the plant protection product TH{dcloprid FS ’%% ( 1ﬁc&n &@
102000022825) which contains the active substance thiacloprid. Thi@foprid FS 4& as #ot bee> C:§©
evaluated as the representative formulation during th®Annex I m§1on of thla r1d @) @
A full risk assessment according to the Uniform iples is p& déﬁlch @non %at the@}
product is safe for operators, workers and bystande€rs. N @ 6 R &
% 2 @ & S

Thiacloprid was included into Annex I of rectw%lM ]éLEEC@ZOOHeC@e 2@4/9 ). &
Where appropriate this document refe@to th,e%mg@wns ﬁhe %ﬁemw of @e’ actiye sub@ces.

This will be where the active substan atasare religd u in theisk a; smeip of t ormt@dtlon
SV p&%‘ s @es i@

For the implementation of the umc@m 1nc1p S of lus rev é%(/ report on
thiacloprid, and in particular A@endleg @)f a ah int @g %mmlttee on
the Food Chain and Animal I@lth ot29 .%ge 200 hall be takedy tO@fcount

@
The Review Report (SAJ% /4349/20% Fi P(TZJ for, thlacl%md is ﬁmd@@d t(@gowde the relevant

scientific information for th: the poduc @
S )
@ @ % % \ ©§§ é& &\
In the Annex | Irégon irectivigfor tb&lopri@the ngggpecific pr0V1510ns under Part B which
need to be consi r\@ed t@&oxwo‘f@gy owpera& WO g@r/by@ndeosure
This formulal%n h%ﬁeen&@mtere@m rﬁ%}ny m@}fber @es ﬁ E@)pean Union since 2010.
N Ol @ & @ & (T
&@ \@ \Q Q° \© *o ©
SENES) R
§ NS N > O >
2 @ § v S & S
o O ¢ .09 o O @
NI R
AN L %Q & @
O @ %
@7 °\@ Q @ N
Q AN N @§ 9
& SN S
N (g @\ R Q
@" N >
s A &S 8
&3 o
% Q
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CP7.1 Acute toxicity . @ @@6
D
Summary of acute toxicity @Q S
The acute toxicity studies were performed with the formulated product thiacl@d FS 400 G& B
(specification no. 102000021815, batch 2009-000968) and thiacloprid FS 400A G (spem@atlo &
102000022825, batch 2009-007772). e % o \@ é\g
N

The specification of the product has not changed significantly since s@ conduct ar@fhe@re all%he @

X S
studies are considered to be valid for this submission. & @@ C&©
Thiacloprid FS 400 contains the active substance tlu%cloprld (400@) %@ordmﬁggo tl@ spemt@atlo&@
102000021815 and 102000022825 Q o &

Full details of the formulation specifications aﬁ&d the ated %dglgg? Stat@ment @ be f@und in‘the

confidential part of this submission. @ ('S <\ .
% @ Q Q @y o
The table below summarises the results of the amte toﬁelty in and%ye 1r§tlog\'§md ski
sensitisation studies conducted with tlfl{\@%mm{a ed p@l@ acl@nd ES400. @ é\g ©§
Study Result &© (%% "\@ R @efe&@ce @ éy ﬁ@)
@) N

Acute oral rat LDso: > 30 5\9@00 r@@g b(\§ @® %@%)

SR & 7 1/01

% & § S @ & \%64 [M- 397604 01-1]
Acute dermal rat %%50: 22000 nfg’kg l&@ S (@ )

S o O Y O kepriall &

S & o & ORepprrAT05639 [M-358950-01-1]
T

N
Acute skin 1rr1tat10$ @bt irra@@ng § N - \@ é@@ W(zom)
7.14)01
SRe

rabbit S NS &
S S S « T AT S SRepgit AT05735 [M-361477-01-1]

@ U@j@ (N
Acute eth@@atlon Not irga'\\tﬁ%ng % & K @ _ C. (2010)
rabbit Q\ @ Q& @ & & P 7.1.501
A @ , O Q° S q{eport AT05736 [M-361479-01-1]
REIRY VR N
Skin sensitisation m§se Not se @sin&ﬁ\ %@J Q Bl = W (2009

o
CP 7.1.6/01
F §

Assay) @ Report AT05697 [M-360203-01-1]

(Local Lymph Node 5% -
£S5

Vad it J
9 I &8 & B
< @ SMRZ) @
@ %,
Thlaclo& FS 400 i %oderégly toxic afte@c tedoral administration and non-toxic after acute dermal
apph%tlon to rats. acut%mha@on t@m -study is not triggered for this product. Thiacloprid FS

400Nis not irritating to t]@@%kln@id eyeQ)f rapbits and shows no skin sensitising potential in the Local
lymph node assgy~in mice. EN @ N

R
A\

5 daclon P
Acco S&mg t e@ on of ECHA RAC of March 2015 the active substance thiacloprid is classified,
otl@s wit TC@SE 3; H336 (may cause drowsiness or dizziness), Carc. 2, H351 (suspected
@§ cancer) and Repro. 1B; H360FD (may damage fertility and the unborn child). As the
formu on thiacloprid FS 400 contains 400 g/L of the active ingredient the classification as STOT-SE
3; H336, Carc. 2; H351 and Repro. 1B; H360FD also has to be applied to the formulation.
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According to the study results and the classification of the active ingredient the following .
classification/labelling is triggered for thiacloprid FS 400: @ @@

- Regulation (EC) No 1272/2008 (CLP): Acute Tox. 4; H302 (harmful if swallowed)
STOT-SE 3; H336 (may cause drgwsiness and c@zme@
based on the classification of thégctive 1ngredle t).

Carc. 2; H351 (suspected of %smg cancesedé;@\ thee,

classificatioprof the active jitgredient) N é\a
Repro. lB 60FD (ma ﬁmage fertl e @ @

unborn ¢ based on 1a551ﬁcatl@i of tl@ actl§ﬂ C&&
ingrediep ) Q @ @

P & S @
9, S - o@%@
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CpP7.1.1 Oral toxicity

Report: B . 2000 M-347604-01-1 S @
itle: Thiacloprid FS 400 G - Acute toxicity in the rat after oral admi@raﬁon @ @
Report No.: AT05264 IS & &
Document No.: M-347604-01-1 @\ %
Guidelines: OECD 423; Directive 40/2008/EEC; Part B, Method Bg%rls, Regu} t@n (E No.%,
1907/2006 (REACH); US-EPA 7124%@ 190, OPPT@WO 1100; T est item is @Q @
product known to be stable and hom e

enous in bo@ undiluted in ready-tosus N
formulation with water. Therefor&analytlcal deferminations gfstabili an < c&©
homogeneity of the aqueous formg @

i ) &
not limit the assessment of r .
GLP/GEP: yes o 2 \@ @ ©\© & ¢
% @Q @ R R @ °\ R
> KR o «
W\% \ AN < @j @
X‘I @b @ & O v §
@\’[a@ti{ Is ?aq\a methods ®© %\ N éa S
R
A. Materials &©Q %9\ \Q @ \@ @QQ § 9
1. Test material: Q % Tk@gclop@FS &© @@Q @@Q \‘”\9
Specification no.: @ \% 1@000&181@ @Q (& é&
Description: v & &ed égquld s@spensi%n 2
L e O S
ot/Batchno: = S 2009-000968 oo % O &
Content: 5, D 9 agpr . O w @
. @ @ . V) N @

v
Stability of t con{)ound§ @@ gua@ntee@ér St@iy dura@on e%plry date: 2011-02-25
2. Vehicle: @ \© o
i O & "

3. Test amr@ S O Q %\a @@ ©§ @

Spec@s: v \i

on. X

S&r@n: @& N & lestaé)@at HsaCpb: gcu
Age: ° @ ©@apggx 8— 3% w@ks
Weight at dQping: S g - @3 g
s & & >

Source: ®Q NS @_, Netherlands

@ G o
Accln%@tlsatlgd pe@: @\ Q\ at @st 5 @ys
D@ 2 N @'j? %')nda@ iet 3883 PM S15 Maus/Ratte
N R N o al@ Switzerland, ad libitum
\Water: X @ N Q@ tapwater, ad libitum
- & O o
ousing: g @ sgroup caged conventionally in polycarbonate cages,

@ Firma Rettenmaier, Germany)

B. Stu@%em nd @@th? ©
1. Alﬁal @gn t aneatment:
mope

SDose @ S 300 — 2000 mg/kg bw

@watlon route: oral (gavage)
pplication volume: 10 mL/kg bw

@& %% gf § Q)edding: low dust wood granulate (Lignocel BK 8-15,
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Fasting time: before administration: approx. 16h —24h .
after administration:  approx. 2h —4h @ ©©
Group size: 3 females/group S Q\ g
Post-treatment observation period: 14 days @J@ &@ @g
Observations: mortality, clinical signs, body §elght gross 1@&0}@@% %
O < SIS
II. Results and d&ussion ©Q@ @g}g § é\g@ ©&@
A. Mortality %@} Q - &69 N TS e
Table 7.1.1-1 Doses, mortality / animals treate@%@ N @ N ) O ¢ «@
Dose Toxicological QQCCUI:I'@& of %@ Thme of@@t’h Q@ *Mortality
(mg/kg bw) result* Q g@s RN @§ O @l o A X
sg% Ferifale rag@ R N © é@? @
(1) 300 0o 3 38 O\lh@ﬁ of Sl w08
(2") 300 0 3 @Q S | S o @ 0
2000 30 038 3 [0 Ay -on FO O R
@J_Dso @oo mgkg b@ 20Q@§?Eg/k§§bw D O .

* 18 number = number of dea mals g num@ number of aftimals v@ox1%1gns ~ @)
3" number = number of animals usé@ <) Q A Y © &
"' minutes h:  hou Q! ﬂ%/s o . § @ %
B. Clinical observagig}s SRS 6@ S W S
In animals dosed 300 @g/k@w #&mpo trem}r de@ase&mtll&y and narrowed
< @ @)alpebral ﬁ@re @
In animals dos@v L%\QOO mg/kg(&w abQ%mm Fposfcr@n tre ﬁ%orary clonical cramps,
@ Q{ oredi«breatk@)g an rrow palpebral fissure.

C. Body weight & N R S’ >

(S
There € no tox1co@1ca$lgn@ant effects @ bod?@velggxor body weight gain in rats treated
with 380 mg/kg bodeb& Q° O\

QL O S L
D. Necropsy & < @
The necrops1es@?erfo@d %% f th{?ﬁudy@veal o particular findings in animals treated
with 300 g b@@he & es &@16 a&@als tredted with 2000 mg/kg bw, which died

ame as

during the observation pgfiod. o Q
% @ § @% y @ ° %@
@7 °N Q @ D
2o § S @ @§ II@C??mclusion
N a8

Thiacloprid F @4,00 is moderately tagic afteg@%cute oral administration to rats.
@
According %e stn% resdlts theSllo 1% classification/labelling is triggered:

i Regﬁlo@m 2@1272@008 (CLP):  Acute Tox. 4; H302 (harmful if swallowed)
S

Q
©®
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CP7.1.2 Dermal toxicity

& &
Q\ g
Report: I . > -355950-01-1 S RS
Title: Thiacloprid FS 400A G - Acute toxicity in the rat after derma@pplication O\Q
Report No.: AT05639 § L o
Document No.: M-358950-01-1 o 2 X
Guidelines: OECD 402; Directive 440/2008/EEC$!1 B, Meth 3 Regul E&)}Io @Q @
1907/2006 (REACH), US-EPA 712-C-98-192, OP 870. 1200 e R é
GLP/GEP: yes @ & é\a § &
N Q PRI & Q) &@
Qo?(@ N @ R © & @
S NS
L. Mategals aird ‘methods v« IS
A. Materials v © o $ =) ‘
. ® © K Q @7 N
. AN < @

1. Test material: & %lop@ S 409A G’ \© o §
Specification no.: Q@ §20082® 1w, © é\ﬁ @Q & O
Description: &© Q%%red tiquid, s%kspengg @@ @@ § %@)

Lot/Batch no: Q 9 2@-00@/2 ©) &© ©@ @Q ~
@ % @ Q S &
Content: § ~ @41 7.2 g@ & @ @ o

Stability of test com%ound:é §9 a@ﬁeed%r stuc% d n; %%Hy dafe: 2011-09-22
2. Vehicle: ’ 9

3. Test animals: é\a
Species: @ 'S § § rat Q

Strain:

W o
§
O

Age:

Weight : -
?&9 X

s - & @ R crands

Acchmatlsa@peréﬁ: é\a at Jg?stSKays RN

Diet: @@Q QN @ @7&9\ t@dard%et -3883 PM S15 Maus/Ratte
K R @Halt Switzerland, ad libitum

A
A Q\ ta@a‘[e gd libitum
&

§€@1V}d&@ ly in polycarbonate cages; bedding: low dust
oagspranulate (Lignocel BK 8-15, Firma Rettenmaier,

N
e T Geany
B%tudy design and l@thmﬁ»\

&> $
1. Animal assignment andére ihent: R
g

2. S . Surface area Range
Dasg: RS ©© Dose (mg/kg bw) (cn?) (mg/cm?)
S &AL males 2000 30 17.1-19.5
§ @@ § @ females 2000 30 15.5-16.3
Q @catlon route: dermal, semi-occlusive dressing
posure: 24 hours

Group size: 5 rats/sex/group
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Post-treatment observation period: 14 days

Observations: mortality, clinical signs, skin effects, body weight, ga@
necropsy
S @® @
II. Results and discussion @,@ ‘YRS
D
A. Mortality %% § § \25@
Table 7.1.2-1 Doses, mortality / animals treated %@ N %\ S @nQ @
Dose Toxicological Occurrence of signs Tir@f death @ l\@alité\a &
(mg/kg bw) results* @j§ & Q [%]
Mafe s RN - R
200 Jofol s e e SN @ iy 80 S
éemal@rats V\g\] % Q @§ A
2000 o | 1] s 61d © | Q ~ & O & &
@f)so %Qooom/kg SIS S
\)
* 1% number = number of dead animals, 2°¢Humbeke humlige of anjmhals with signs, v < O
3™ number = number of animals in the @Q);p @ Q\g \@’ §© § @ ©
d: days ) N
. . Q o © @ § &© Q O S
B. Clinical observations @, w\j v S @ (S @©

@
In one female partial formagﬁl of scale indprations S&fth tféatm@t areg was ob@rved

Locally, a partial red d1S@lorat1@51 of th@trea nt are@g was noted%@all ted affdmals. The most
plausible interpretationis a discolorati e re@@olou@f the fest iteq), wh§§ is not considered

tobe a toxicological@gjreley@@t ef?t:\i@. @ \q;\ é& Q& “«
C. Body weight N § & @ S S
There were no @100&@%11&%1@111&@‘[ & ffects og@ody@gh@% bod@welght development.
D. Necrops& 6 ) & K@j (;@&’& S
The necrq@sws pe@érmeﬁ”at théfnd %‘[he sgdy rev§ led no part@ar findings.
& @
&@ @© O & S & w =

@\ & éw O III@onchgsmn %

N
Thiacloprid FS%00 1@n § aft@&écule%erm@apph@ ion to rats.

Acordmge s RS, s%l@g Lﬁcg@/labelhng is triggered:
-Regu@@n (EC) No@272 (CEP): @non@ﬂ
& & S @ Q@ @Q
o ® & Q
e . @ & Q
@ O é@ ~ @
Yy O & 9
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CP7.13 Inhalation toxicity

An acute inhalation toxicity study has not been performed with thiacloprid FS 400. The physicoal@ @©
nature of this seed treatment product is a flowable suspension. @
According to Commision Regulation (EU) No 284/2013 an acute inhalation tlty study i Bot ©)
triggered in the case of thiacloprid FS 400, since this flowable concentrate f(@’seed treat er% is o \Q

S S 2
% o\ Q, '24\9
® not a gas or liquifies gas; ©) & %, \\ @@ @
e is not a smoke generating plant protection product or%migant; Q@ @@ § % ©&
¢ is not used with fogging/misting equipment; @} &© é\g Q § @@}
e is not a vapour releasing plant protection prod 16 R @@f @ ©& © @}
e is not supplied in an aerosol dispenser; @ Q} N @ 6\ «:05@ &
e is not in a form of a powder or granules cé&amn@@i mg@?cantg%r’op jon ofParticles’of %ig?’neter
<50 um (> 1% on a weight basis); % @}5’ @ @ o @& @j &’
e is not to be applied from aircraft in ca*s@s wheqse in %tlon@cposui%bls re@@mnt% @
e does not contain an active substanc@x/ltl%awapou@press&e > 1@0‘2 &\(th ou@essu@ f the
active ingredient is 3x10"'? hPa a dis @@ to b@used@' encgéed spaces s as@)
warehouses or glasshouses; & ®\ S < NERY
- - &y TS
e is not to be applied by Spraying.” . v S @ & > o
S AN @Q & S é
Furthermore, relevant 1nha1a$t%’ve osur§% no@pect@g durln% tre@aent&r@ ha 1ng of the seed
since: @ @ © S % Q‘%
e droplets of the nea@rodu@e togybig tdde ink ;3_‘:?’ Q" &«

o the treated seed se is @t 1@able@ccor@ @dlame%r &\

o a high adherenégof t %rodg@to m&?ze xeds Wﬁ@verg (IO&A), F, 2010,

M-371129-061) AN
& @@ %© & K@j @ §
& 9 % 1Tk \Conc@Sm é,(;\f

An ac @ﬂlalatlon to@mty § t cons1der#\1ece§@ry f he purpose of classification and
labelh§ of thlaclo;§%9 FS4l shoué@%ﬁere& be ei%’mdg]gespectmg animal welfare.

.
The follwmg c ﬁc1on/la 1ng§trlg @ @@
-Regulano@o 127&@008 @LP)\© %Q@ @@
S\ O % & @
% NN®) R
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CP7.14 SKkin irritation .
& &
Q\ g
Report: - 200 M-361477-01-1 @b &@ &
Title: Thiacloprid FS 400A G - Acute skin irritation/corrosion on ra@bits O\Q
Report No.: AT05735 N ©® ¢
Document No.: M-361477-01-1 N ' 9D
Guidelines: OECD 404; Directive 440/2008/EEC§§@-EPA 712-@8-196, OPP@S 870@0; e @
GLP/GEP: yes @Q @ § é\g é
) & & VO &
o & & «
¢ RO o @
N AR R SR
I. Matérials afd methods v =, @6 N
IS A A N

A. Materials % Q};\’ @ Q & Q @7 @&

1. Test material: g*? @acl%}d F&@OOA@ \© éw . §
Specification no.: Q@ K%OZ%@ 22825-01 v\ﬁ© &Y @ SHES)
Descrintion: Y & LN KOS S @ ©

escription: & @ red\hqmd‘i%usp@smn ) S S
Lot/Batch no: R 9 09—@7 72 &© ©© @Q A
@ Z S A

Content: § S 1073%L & @ % Q

Stability of test co ound:é @Q @'ante@ for st%dy : tiom%%)(piry@late: 2011-09-22
2. Vehicle: ~ A\ % §one @ ©@% ™ § §
3. Test animals: é\f ¢§ % @6 S é N N

) NS @ ﬁ) §f Q S
Species: @ & S ¢ r 1t© @

@
Strain: @Q ©\© & %% \\e@&alan&@bb&&ﬂ:KBL(NZW)BR
S)

Age: @© Q O

Weightat dosing, @
@1\@@‘(21 osing;, w, @

@ce: @Q §

Acclimatisa@ peri;g%: éw @Q

Diet: & @ §
Q)

X N
B. Study design a%met s §
1. AnimaKassignment 4nd treat
. guimen reatment;
e o O
g%ppli@@%n r@e:o s§
QQEX&@ure: © @

Observations:

K@j y@ﬁg a@ S @
2

v

§® g/aymal/day; roughage: hay, irradiated (Harlan
e

derf&hd, Horst, Netherland) or hay pellets (-
I

o

@ water, ad libitum
@ndividually in cage units Metall/Noryl by EBECO

0.5 mL/patch

dermal, semi-occlusive dressing
4 hours

3 females

clinical signs, skin effects, body weight (at the
beginning of the study)
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II. Results and discussion @ @
N

A. Findings @

The test compound could not be removed completely from the skin leading t@red discolor@ion (@
the treated skin area in all three animals. This red discoloration was visible @p’to 72 h after patch @

removal in rabbits 1 and 3 and up to 14 days after patch removal in rabbit2. The findi @ &
considered as toxicologically non-relevant, since it is ca ed by the red*solor of the f&gnulag%)l é\a
No signs of skin irritation and no systemic intolerance @actlons Wer served. Q\ t0\9@ &@
N
Table 7.1.4-1 Summary of irritant effects (Score)\;g g% Q QQ S
Observation A Q & | & Refersible @
Animal | (after patch removal) 24h A@@? 72h | sMean se@jes @spcgl@ A days)&
Erythema (redness) and & ©° §@ R & ©® \\7 v
1 eschar formation 0 90 o« P Og}\ﬁ @.O N@ X a X
Oedema formation 0 % 00 & R 0.0\ § IES) na @
Erythema (redness) and @} \\ @} &Q ) éﬁ - §
2 eschar formation Q0 %70 0S :4\90 6}\9 A@— o )
Oedema formation &Q 0y By g \U@ 0 @ f,@ - $ D na
) NV @ @ >
Erythema (redness) and ~| & 9 S D) D S
3 eschar formation 3 *v0 v 0 > 0&@ Q%@.O 9 @—@ na
Oedema formatior™ 0 & | g0 | & O.(&@ & - > na
na: not applicap [S) N 4 N 7
Response: - = nega?&ve fo%'lean Scores § < {° (Gﬁg) $ >
% N @) Q 4%C as amended)

©9 . &lrec ive 1999/
& A g Q23 1> L@on (E%}NO 1272/2008)
(+)&hild jrritant fotyinean sores 31 @2 3 (GHS Category

for fiagan scofés > ti 9/45/EC ded)
@;@ g Or& anz: \\ 223 gSléVo (EC) No 1221752272133(;18e
@@ S ) K@' 3&? @ GHS category 2)
o8 "\g N
S Y 5 %;?@ &
N 1I1. Cendélusio Q
A & @ N oelusio N

Thiacloprid FS 4@}3 no&lmtat@%g tQ, tf5e ski }ra%u S
2 ’%FQ
Accordlng to thestudyesultsthe f@wm@w ss@catlo belling is triggered:

ccc«o;\(g_ @ () @

- RegulatlonQ(EC)

v
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CP7.1.5 Eye irritation

o o>
S}
Report: B I >0 0 V-361479-01-1 S RS
Title: Thiacloprid FS 400A G - Acute eye irritation on rabbits @ O\Q
Report No.: ATO05736 % ©@ K &
Document No.: M-361479-01-1 R a o 2 X
Guidelines: OECD 405; Directive 440/2008/EEC§§@-EPA 712-@8-195, OPP@S 870.\2@0; e @
GLP/GEP: yes L W &
o @ S & 0
» & > R O &
@ R NCION
I. Materials and meth . N\ \;»5@ S
%\ v 6 N R
A. Materials o S §
1. Test material: < T}hi@lo%@FS 4
Specification no.: @x
Description: ©Q &
Lot/Batch no: @ v
Content: @, %@
Stability of test comp@ﬁ?d: o @@
2. Vehicle: © é @Q

3. Test an'imals: %\ @ o
Species: S @N
Strain: § ©& \Q §
L e
. Q
Weight do@:
2 A

g g &
SOI{@: %"

S I ooy
@imaﬁsaﬁm@%ﬂp& @ ao at 1&@st 5 days , O
. A TSN R - "
Diet: N RN Standard K-z" 4mm (N
Bl Germany), approximately
inf@l/day; roughage: hay, irradiated (Harlan

N
d , Horst, Netherland) or hay pellets ([ Gz
. Germany)

@ ta@ater, ad libitum

AN
\‘”\Housing: t§ @ 0\@’ Q@ @@widually in cage units Metall/Noryl by EBECO

B. Study designand methods’ o,
1.Animai§signm§@t an@reatment: N

‘o0

Dos& @ S § ©@ 0.1 mL
ica%@n route@ @@ instillation into the conjunctival sac of one eye
@@Rﬁnsi@ @@ N approx. 24 hours after instillation
rolp size: emales
Grop si > 3 femal
@ervations: clinical signs, eye effects, body weight (at the

beginning of the study)
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I1. Results and discussion @ @
. . . @
A. Findings ®\ Q
hf&e

One hour after instillation the test compound adhered to the cornea and conjyxtetiva of all t
animals. Except for a transient redness of the conjunctivae (grade 1) in one €gbbit 1 h after >
instillation of the test compound there were no signs of irritation to the e)%s and no sysé% @@ &

intolerance reactions. @ & %\ N é\g
Table 7.1.5-1 Summary of Irritant Effects (Score) <~ @@ @7@ @\ ) &@
4 l@n R @eve e O
Animal | Effects 24h 48 A@ 72h | {pores_|, Responise diys) @
Corneal opacity 0 ‘ 0 2 OQ.&@ N \© %@2 na Q@
| Iritis 0 5 0 &° ?04\9 N @o %,@ ——@6 N nadY
0
Redness conjunctivae 0 % @a @@Q Q@O.O & K q &’
Chemosis conjunctivae &‘6@ N0 0 6 Qﬁ% § - na §@
Corneal opacity Q@O ggg Ow\g@ Q& @0 (% g? § ()
5 Iritis &D O%& \§ & @ %@ O § ©na

Redness conjunctivae Q

9
oo 1o 1 oS @
Chemosis con]unc 0 0| o @“@.0

Corneal opacity * % @ <0 @ 0 v 08,7 &~ na
; Iritis o\@ © & @O q (@q %Q% @ ——Q‘”\a@ na
Redness ccg@uncm@% % 0 (5X 16@ \@ & O.OC& > Q\@ 1*
Chemo&@omum@ vaeQd @ § & 0 0.0 S - na

\/

Response for mean @es @@ aJ\%@us %, Cor%nctival @ @& @@y

opacit re S
- = negat1ve©© ©\ @K <5 <% % @(Regu n (EC?)\NO 1272/2008 and GHS)
6§ % <1 %95 @<2 S (Dirggyive 19@45/EC as amended)
(+) = mildggritant >12<3 &l - <\ >2 @ >2 @y (G S cate . oy 2B (effects reversible within 7 days))
+ 1m<t% é}il B>l @ >2 > ula& EC) No. 1272/2008 (GHS) category 2)
>2- >1 S >2.5 § 1rect® 1999/45/EC as amended)
++ 1rrevers1ble eff t? 23 1.5 < \ (Regiidgtion (EC) No. 1272/2008 and GHS category 1)
serious dama; @ N (Dlre ive 1999/45/EC as amended)

na: notapplicab @ e q@i hpos@lppl
® Q §p s \% < @

@ ©© @@ o \@ \@ g

\ .
S @ %g Héj onﬁlon
Thlaclﬁld FS 400&%0‘[ m@atmg to the &yes ofxabbits.
Accqrding to the ﬁy r@lts tl&oll@@ng %smﬁcatlon/labelhng is triggered:
M

_Regulatlon@(?)& 127 é@ﬁos «tp). Q" none

> &7
o & & &
Q & Q

8 °
$E
& & T
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CP 7.1.6 Skin sensitization

& &

S
Report: B B 2000 M-360203-01-1 & @Q @
Title: Thiacloprid FS 400 G (Project: Thiacloprid (YRC 2894)) - Ld@&l lymph node assayl\nQ
mice (LLNA/IMDS) X\ ©® < o
Report No.: AT05697 o % SSURRC IS
Document No.: M-360203-01-1 % N @Q @
Guidelines: OECD 406, OECD 429; Guideline 2004/73/EC, od B.6., B. 4@, @ R S

US-EPA 712-C-03-197, OPPTS 870.2600; The t s@item contm&n c1al N c&©

products known to be stable an%l omogenous h undiluted and ready-@use @

dilution with water. Therefo@ alytical determingttons o@le stability

homogeneity of the formulations in Plurm%\l aC’Qolutlo@wfor 1nlst1ga 10n%®re

not performed. This dev1gun doéonot Ji g@t thgﬁssesnt of thie restilts.
GLP/GEP: yes I S

s & & T ¢ &5
NSO &% O & $
Q@ Ci;e?'al @fl r@l%od %® @3\9\ @Q SRS
i
&© Mfi% \@“ B \% § ) @ 9

A. Materials Q S o @@ @Q \‘”\9
1. Test material: < &9@ @1 %@nd 00@(} (& @© “

Specification no.: %§ ™ 10%0000%@78%5 %@ \@ % S

Description: o\@ @ @Q llq&ld sus ensm@ °N @y\?@

. ‘7\9
LotBachno: .~ &) ¢ 0‘@0777@ N S

Content: NG @ @ 3@% g@' © é &\
ﬁ co@po

Stability o ni § \guaraﬁ@ed foa‘g%ud @ura@ expiry date: 2011-09-22
2. Vehicle: @ NS Q} Pl@mc %?20@ 9%"NaCl solution, 1% v/v
S Lo 8
3. Test animals: @y =,

Speg%s g}y @y @ Q\o @ @’
émm . @ O\Q Nl\/@l motuse, }Q@Wm NMRI
Age: §§3 S > °\© @§<7veel<éx @

o O
Sour%@ @® ©© \"\ \© , Netherland
Acclimatisation per@)d § @ﬁg .
t: °\@ ) &@ PE@N IMI KLIBA SA 3883 maintenance diet for rats
%G s§ @ . @ @ mice ,
S v o R itzerland), ad libitum
Water: &@ %% o Q@ Q& tap water, ad libitum
Hou@: N ©@ adaptation period: group housing of up to 8 mice per
@& éﬁ @© §’ cage in conventional Makrolon® type III cages;
S gj ©© study period: individually in type II cages;
&% (O @ % bedding: low-dust wood shavings Lignocel BK 8-15
Q© @@@ o @ (Rettenmaier & Soehne, GmbH & Co, Rosenberg,
N

Germany)
&
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B. Study design and methods

1. Animal assignment and treatment: @ @©
Dose: 0 (vehicle control) - 2% - 10% - 8% Q\
Application route: epicutaneously onto the dorsal@rt of both ea‘%s ©®
Application volume: 25 pl/ear % § @@ 2
Exposure: application(on three cons%:@\\uftlve days %\ \\ é% @
Group size: 6 femalesoup Q @© § v\g@ &
Observations: body @ght (at start@%)d terminat@’ of tH&stud Qea @Q}

g, ear weights loceﬁ@lyrn ode welght @}

c determng%o «:0\7 Q
& @@ g}? @j& b@’ § & b <\ .
1L %sults @nd Q@ussw‘@ % @@ © @j @
A. Findings @} \ @} 6 N §

> < SRS
The body weights of the animals not@“fecte@%y tﬁ@treat@ht QO @

N 9
In comparison to vehicle treatm@ there@as no\Inc se in @ stlr@atlol@ldlc or cél.counts or
for weights of the draining lymph no&@ aft ph@ @e test 1ten@acl d FS200A G.
The "positive level", which 8.4 f’omhe@l coun@’nde;&(whlo@% c lated§r dl\éﬁng the mean
cell count of the animals of 4 treagne up bé the re@pectlvéé»vahre%of the@nme&l@s of the control
group), was never reaché@ or ex@ede anydose group. Q @
The "positive level" of ears hn wh1c 2x \l mm@%re , i.e. about 1 of the control
values, was also no@ach ede in an &ﬁ%up @ é% &\
A slight, statlstlc@ Qﬁcan§ rea&e in the tlr@tlon G@dex for cell counts was determined for
the group treat@ﬁv m Mum Séne l%jﬁ?atlon@ 0‘@@1%15@@%@15 in the normal range of

variance for tlgse p@ s an suc tological rel ce. Although the reason for this
decrease is ndt kngywn, thgﬂ uthors pres&ne thabit cowdd be a@onsedlience of osmosis in the tissues

and/or cyfetoxicity 1nc1&ced b&?@e @WW@@ 1ol CO@entra@h of the test item.

The I@@l Lymph ol A test ethodology&as c@md @ reliability in a test on female
NMRI mice using'Alpha ‘H@xyl @nnan§ Aldéhyde%[ conc@ratlons of 2%, 10% and 50%. The
sensitivity as welljas the %ha y ofthe exm&imer@ te%mque was thus confirmed by this study

A 5. w., %009, @m@ 543@%4&318@ 1] ).@
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Figure 7.1.6-1 Stimulation indices of the weight and cell counts of the local lymph nodes in the
Local lymph node assay with thiacloprid FS 400

8

<
SN & o
Q @ III@}IOﬂC@lon @ @ N
g
The results show that thlacle@’ld F &400 $ O se%ltlslﬁg pot@al ip mice a@r d@al application

up to the tested maximum %nce%ratlo 50 Add@onallNo @catloﬁor on-specific
(irritant) activation wag detected The re, {he tes&d maximum g0 cem@lon af 50% turned out to
be the NOEL for the paﬁme é§§ investigateddin t @smd@th espect févskm@nsmsatlon
£ mgtieagy £
Accordlng to the st rem@s th@@llov%lg cl@ 1ca§g}1/labe@ing C:gmgg%§i
\ 0 .*‘ ‘ RO @ @@ & @
: Regulatlon (E@ N%k 2122008 (%P) \on SRS
@ o 4 @%\9 e -
@’ B @ N S ©)
04 ‘”\7
CP 7. @ Suppl@men y s 1es on th@lanﬁ@ote@son product

Not applicable ac ng Yo ss10 ire ﬁ% (EW) No 2\4@/2013 No synergistic or additive
toxicological effe@ﬁ are @ h&?@tlve @gredl@t th%loprld nor for other components of
N

thiacloprid FS 46@
e R Q@ ©\ S &

@\@@@@

CP 7. 1@ Suppl@nen@%y stifdies @r co@bmatlons of plant protection products

No s&gplementary ﬁlles re p@om@@ @Q
@)

& @
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Qa

H 2 -&; s -@
Ftimated] ©

*fotaK

174.3514

16.6728

Cleaning O

R 1 o\ o\ T
§ < @m&i&ct@ § §requenc@ Potéalial |Estimated
. 0 .
TASK S o Dem@ Degmal %nhala‘g(ﬁ@ o ﬁ W [@rmalﬁ@ctual Dermal|Inhalation
< ©\ Exfgsure Exposurgn XPO@ > @kpos Exposme Exposure
a
2O O |meopydiingop/@|mgap) [ Simioy) |mafdoy) |y
Calibration @ 65 N 2.85:>\J 0.29% 1Y &%115 2.8456 0.2000,
. % X S @ g
Mixing@ading @Q §0769@ 2077 @51 %@1 o 20769 2.0769 0.0512
TN R I L
Bagging (mg/hr) S 4l o 0-698 v 0.00% 8 14.7200 5.5840 0.0432,
worst case scenarig) @ @7@\9 L @)54 ©©
o NE.¢ O .o |@
©) 1 3.2000]
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& @
N @@
> )
Sys te mic § Syste mic S s @w
Standard PPE exposure % of AOEL Standard PPE exposure % O@OEL L
[mg/kg bw/day] + RPE during cle anigg% [mg/kg bvy/(@] & 2
Calibration 0.0034 17 Cahbr@n N 0.008¢ ERES
Mixing / Loading 0.0009 4 MixiNg7 Loading Q@ 0%@9 4 @ &@
Bagging 0.0008 4 Bagging QO 08 @ Q)
Cleaning (no RPE) 0.0539 269 @reaning (with R}%@ @.0032 Q f©6 @
s 3
Multiple activity task (total) 0.0590 295 @}/]ultiple acgitv tas tal) @ 0.0@ F 42 o%

RN RN
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Route of  Specific Exposure Estimated Absorption Systemic @b
exposure exposurel) duration exposure [%] exposure Q\ ©
[mg/hr] [hours/day] [mg/person/day] m&mg/persor{(@y] ©®
I= 0.02 X 8 = 0.1600 X 100 = 0. @O § &)
© < oh0se | &
D= 0.73 X 8 = 5.8647 X @ = @@ .OOQ& M@ &@
T@gal [mg/pers &1@(13}7] N 0.1659 § c&©
o &© < @
@@otal [mg/k%bw/dﬁ‘: Q @-002% @}
I = estimated inhalation exposure; D = estimated q&rmal e@@sure@u@ %, %«@ AN %,

N
D Working clothing (e.g. a coverall), protective gl@es w\ha ha@ﬁg tr@d ‘@;@; co@mina@d surﬁg%es o
" 60 kg body weight v 9@ K & O &
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© G N O
B o) \
&l o Kﬁ \ S ©
Residues (1a/persii) Q L O AP
oW = o QKQ\\ oL oM " UMIN MAX
S ) SR\ _ }
@ 2 © O @
42-}@ 2538@& %8 Q @@ @B 2538
\\53! @%4 &3@4 U356 & Oles 419
53% © @, @% 1837 3104
@@92 e 416 557-7
& & ]
,@@ @ O € e "
@ 105 V126 o 763 < V5L X 754%@ A+9© 197 126
152 \%2—1—8 Q575 10.9 109 486
4&@ %% 77 169 404 640
N O S )
®) AW %
) - -
o W3 344 134 449 179 466
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AN
RS
CEERSEER A ¥
R S
MFSEaa A AR - R
CP7.2 Data on exposure w\% © \@ @Q N @@ @7 @
BCS has submitted a dossier for the@—appr\\fal O@T hla&oprld@ re &ested@ecor g to ¢ EU
Regulation 1107/2009. Because Thi ®51ﬁ fter‘g@ss ubm@on he Commlttee
@§® ng ers@h Repro.

1B; H360FD for effects on fert111@ d@evelq@nent@tom deco yingldossiéxis submitted
to obtain re-approval based o&@nnt 3%.4 of dinex gﬁf Re@n atl@l 107/200955° &

©)
This document provides 1nf3‘pmatg%n that@e no& -diet expo&ure og%umaﬁ@ to the active substance
thiacloprid in the plant préfectionProd \u.j) ated as FS 400, ug@}b\r re@lc oposed conditions of

for Risk Assessment (RAC) of the Eu ro@n ChemicalsvAg @y (E

use, is negligible, that is %e pt%duct is used OQ systéi? in otheteondiftons excluding contact
with humans. A gU,lgﬁ on neg r:o@agidletaréxp()éfgre h%;s; t been finalized yet.
This document refi the ( raf U missipn gufgdance yersion‘ef November 2015,

U Gl gesioneENg

According to th@nda%@ tw&%spects&ére &&mde é@ @§ %@

. A&labl@mk 1Ritigatibn mé@@@res @Yﬂ b @pph@%ﬂ t@ proposed uses of the product,
%Vlth th@’ aim Yo mﬁ@lmlz%exp%}re 0 umans to %lge active substance as much as
e

chnically Bessi § \
&@ A decisidty mak% framewaozrks wh@§ 1n€¥§es r@( calculations and consideration of

expos \stuc@\ 1n@rder 1) Vex@ if Cﬂge sceharios of use proposed are leading to
\

negligble exposur S
%% %) @ @ °©\% @@ @j@
Mitigation ﬁ@asur@ §eva %ted achieve Hye lowest possible exposure of operators,
bystanders%emdents and dunég hanéling tH® FS 400 formulation or as a consequence of its
use. In followmg\e@@se s arlosre @tlﬁe.g in which exposure is reduced ensuring the least
poss1ble contact betwgeen h%nan gs @ thc@nt protection product (PPP).

R %
The\epresentatlve use ofy hla@bprld I@ 40@y3 the seed treatment of maize grain. A summary of the
use conditions @ﬁresentege f@v @able
&

S
Table 7.2-1 @ Cr&%l ?\ dete%ing&@y the application parameters
(@&

Crop. C@iﬁor@§ﬁon © (§ Application Application rate Remarks

N

! Brussels, XXX, SANCO-2014-12096, [...](2015) XXX draft, Commission Notice, Technical guidance on points 3.6.3. to 3.6.5 of Annex II
to Regulation (EC) No 1107/2009, in particular regarding the demonstration of negligible exposure to an active substance in a plant
protection product under realistic conditions of use, REVISED DRAFT - November 2015
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Type | Conc. Method Growth stage | Number Interval gas/hL Water | gas/ha o
of as kind & season min between min L/ha min @
max applications max min max o 4
(min) ma& ®\ 4
Maize FS 400 Seed BBCH 00 1 - 1 mg @a 110 owgng@e:
treat- as/seed Q 2.2, a (1
ment or <% Q un@g) 50 OOO@
@ 50g N eeds)Q
as/u@ R 0 12
V ) OQ Qprodu&/umt)
& Q) %, Q\} S
@ N Q O

In order to minimize exposure as much as pos the followir@ en@%en@%cont@ﬁgl meastres @q
9,

safety recommendations are proposed: Q Q} N N\ @ @
é @ @ é @%’ >
) Qy % o
Operators/workers: @@ Q < & &

Seed treatment: Stateié h%‘l lst@dard ﬁ%mdu@rlal %me see tre
ri ei y

char. & 1gh%egre® of \& om ermg
@1 (enclose roce@mg @s) elopment
Vlslo@’of en}meerﬁo}g ol f 0s yst and, r exhaust

ysterds as techni co& 1c feéble to\reduce dust
@
S deygfepmen to a nan Q

pl@sters %rk @ w1th@he cuum singulation

tors en %@umatlc seed drills
B B

Bystanders/ dents@’ @ﬂect@s on @uul@pneuma@c se&b drlllﬁﬁemgned to reduce dust
& N @rlft © @
S =

Decisions on &%@hgi& exp(%ure sare co dered&o y : caleﬁtions and consideration of
exposure studids pe@’med@lder th cofditio Y§fthe@ scengyio of use’.

One possiidity to dem&rglstrate\gl ‘@ abl@evel ne@gibl@%(posure is to apply an additional
and pr Stive "thres d" safe factor to elgVant t@cological reference value (AOEL)
establishing an eXpast ure feg which i be«l@w e leveliwhich is of no risk even for the most
vulnerable Zroupss; @he leVe @e addifio fet %as been proposed - under the advisory
procedure descrl@d i 1cl of R@ulatﬁn (E%No 1@01 1 —to be 10.

In a I* tier, @ ass@n nclu@mg @ts @{@dd @ajl engineering control measures on exposure
are therefcg: presented a of@EL th %dltl%l safety margins achieved.

In a 2™ g§F, the risk m@gins che s‘émﬁ@azaris televant for the classification of thiacloprid under
Regulation (EC) @272/ 008 % consfdered Yor decision making. These margins are often higher
than iHe standard fetor ﬁ 0- -whie pa ~E‘ the NOAEL from the study critical for classification
for reproductlo QOXICI‘[ fer& evelqg ent) and the toxicological reference value (AOEL) set
under Regulatic @ mpaﬁ@’on with the specific hazard AOEL provides an additional Margin

of Exposur@nd%lg efo hlgf*%r lev@) of safety - beyond the threshold already considered as safe.
& éﬁ Q S Q
© S
B Y e . . o .

2 he” Gui of E@'\ on assessment of exposure (EFSA, 2014) is providing a harmonized risk assessment and calculation tool

vering tiic vari exp($ groups, however, methods to evaluate exposure during seed treatment and sowing is not included.

Q lication methods™and exposure scenarios are therefore considered on a case by case basis and supported by a robust scientific
ca data, including exposure studies.

It is noted he at the SeedTROPEX model was used in the AIR dossier to provide estimates of exposure to thiacloprid during seed treatment
and seed sowing. However, the model is exclusively compiled from experimental studies conducted in cereal seed treatment which is
considerably different from maize seed treatment (use of stickers, film coating agents, degree of automation, etc.). The model is
therefore not appropriate to evaluate the proposed scenario of use with the aim to minimize exposure of humans.

6"
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For the purpose of demonstrating negligible exposure, a safety margin i.e. MoE of at least 1000 is
considered sufficient. The risk assessment is therefore presented for both alternative approaches. @ S

S
S S LT
Relevant toxicological reference values: @JQ & @g
Established AOEL @ @

@

The Review Report for thiacloprid (SANCO/ 4347/2(@ Final, 13 ?M%ay 2004) iss consk(%red@
provide the relevant scientific information for the revigw of the pro@ict. An AO @kg
bw/d was established from the rabbit developmental s&ldy (materna QQ icity) an%F 0@ @é\g C&©
Hazard specific AOELs Q& @
Negligible exposure has to be shown for thiaclopfy @7 due to 1ts ent &%’ssﬁ' tio Q%Cli? RAQ@IS a
Cat. 1B reproductive toxin based on effects oﬂ§ert11nd d@elo@ﬁﬂenta x1c1 g\ aniimal stidies.

For the adverse effects of thiacloprid on fi 111ty de\@g%pm@@?al to@ﬂy ch @re asi
this classification, hazard specific AOELs caﬂ\be etived. 1s Wi don@ y Vlew 0 the ole

toxicological data base on th1aclopr1d@n 1«;&%tlﬁc ofg all NOAEI@ ctive
finding. The respective hazard speci Agh wa ula}ﬁgl by cﬁylsw erall OAEL
of the specific finding with an additional ty fagtor ONOO N

The calculation of benchmark doses w49 not mdg@i pos&ge fQx Qle @CCUVC effects. This
was due to missing dose response (’dgstoc& incre4sed mglden@Of tlllblrth 10@1’ doses) or the
fact, that clear effects in the stqu werg,onl gobse at dne dasc leveb (reduced pup weights,
increased incidences of pd&t- -implahtatipploss S 111b1rth and canm@ %ﬁps) refore, the hazard
specific AOELs were derived @m tlég loweO A ;) of 6@ respective @he available studies.
v\gazar(@fpe@e AO@_,S fo@ch g@?@ct is @scn@i in Q%’all in Appendix I.

The hazard speci A@Ls o@theo\;ldvege effeéis onrtlhgg and @evelopmental toxicity (as
discussed durilgm %C dlséhssm&s) are «%esent@“ln Table 7. belaw.

It can be see tha@en QIOWCQ haz%d sp@ﬁc @E 0.1 @g/kg bw/day is higher than the

The derivation of t

systemic A@EL of 0. Ozvg/kg Q,\? @,
Table 7@@ Over on @ard ecifi QOEI@@OI‘ thﬁlopr@ and their derivation
@ & .
Hazard / specnﬁc@dpo& BOAE]@’ @ver NOAEL Hazard specific
© Q S W/(Q?] Q [m%s@g bw/day] AOQOEL (safety factor:
@ QO ¢ . @ Q . © 100) [mg/kg bw/day]
S BprilingQor delills seeAppendix D
Dystoc}@?%t &) |<®@> @ @ % X 20 0.2
K D@glopn&%ml T @§icityog20©g details see Appendix I)
Reduced pup weights @% @\ 4{‘9% & 20 0.2
(observed on dagy# and 7, | & @ N

resp.) N & ﬁé@ § N
Increased ir@fiem@gﬁs of < 4@@ 10 0.1
. ) O | &

post- 1m tatl;g@oss <) r\@
Increase inc@wes e% N 35 17.5 0.18
stildirths @7 A

I{gérease@?l)mdences of §
canni ed and missing

pups

7

43 22 0.2
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AAOEL

The EFSA guidance® on assessment of operator, worker, bystander and resident exposur&as@
proposed a number of changes to current practice in assessing exposure to pesticides. These ange
include the introduction of acute risk assessments for pesticides which are agutely toxic b @f
establishing an AAOEL (Acute Acceptable Operator Exposure Level) - aerm use eseril

& in %@mglc@

reference value against which acute non-dietary exposures i.e. those that n%ght be i incu
day could be assessed. < &

Following the noting at the Standing Committee meet?g in May, @e ComrmssQ?? bhsige% a
guidance* relating to the implementation of EFSA’s\non-dietary £xposure guidénce degument> Thi
guidance notes that the derivation of acute ac@xptable operator e%)osurexvalu (AAGELs), %

unresolved and pending development of a harm@ed approach to th@settlng f a&@cute@gcc
Operator Exposure Level (AAOEL) apphcants ar% not g@nrei\to ur@%rta acutéﬁ\ﬂon@ary

exposure assessments. @ %G @
& & & <
However, a new draft guidance is avallabl%from@e @omms10%:hat refers to@mm erlv@ n
of an AAOEL by using e.g. the ARﬂi%is a%gurm% A@ eg@p re is alcula and
estimates are compared with the Al@ ofgg@% mg/kg bw hl& is e hs bas on 1@ acute
neuroxicity study. &© % \Q § @' §
R o O O

. @ %@ v S @® @ @ @© K

Dermal absorption: SR O @ ©)
L

The extent of dermal a‘t@orpti@of t@clo @ forI@ilated as \F S o&g@ forpulation has been

investigated in an in vitrxg ComparativeéZstudy§8ing Qumat@,ﬁd ra&km ahd al@ﬁwvo rat study. The
@
neat product and a 4- f&d dllL@o We@ exar@ned epre@ntaﬁ&e use condltl@

The “Tr1p ck” appro \'~ to e@mat@ie human in @/0 def‘mal absorption values:

0@/0 e ném mﬁgatlon\(mo . L
2%@ the 1ow dd&@ (100-a.s, /1&)
These values are pr@%secf%‘g us%m Tis Qa%ses»&%ntsf@r detdtls sege\\]@P 7.3).
% S8

% % @
& \
CP7. é@ Opel@tor e%osuréﬁy S ©© v L0
O NN e SO

The EFSA gulda on n%n di ry e%posur@&EFS@mo ¢l) is proposed to be used for harmonized
risk assessment%Ho nce_‘does Q@t pre recommendations for seed treatment
formulations, & mo @V\%o ate @1% ex@ure (@opemf@jrs during seed treatment and seed sowing is
the SeedTR@EX od @s tes g thig, od@were provided in the original AIR dossier of
Thiaclopridyand are not prese u iS do@ier - n Since the SeedTROPEX Model is compiled
from exp&rimental s@ ies 6@ cerea e@rea ent/sowmg it is only conditionally qualified for
expogure assessmeﬁ&\of ize seed tr@ ent/sowing. Therefore, experimental field studies were
condycted to monitor tk@,@x re dufing s@ treatment and sowing using the FS 400 formulation.
Operator eXpOS@‘@ studies WQ§ion@cted 40 modern maize seed treatment plants and on farm using
up-to-date so Tpng stud% are higher tier field studies and considered to be more
realistic th. he %o el e expostudles were performed including available risk mitigation
measures@er thg@@fopo use@y‘the prdduct, with the aim to minimize the exposure.

&% @@ @ 5 v
N ©
3 E@uropem Food Safety Authority), 2014. Guidance on the assessment of exposure of operators, workers, residents and
b ders in risk assessment for plant protection products. EFSA Journal 2014;12(10):3874, 55 pp., doi:10.2903/j.efsa.2014.3874
4 European Commission, Commission Guidance Document, SANTE-10832-2015, Guidance on the assessment of exposure of operators,
workers, residents and bystanders in risk assessment for plant protection products, 29 May 2015.

5 European Commission, Commission Guidance Document, SANTE-10832-2015 rev. 1.1, Guidance on the assessment of exposure of
operators, workers, residents and bystanders in risk assessment for plant protection products, Xxxx2016,
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One operator exposure study was performed with Sonido FS 400 (400 g/L thiacloprid) to monitor the
exposure during maize seed treatment. All tasks typically performed during a working day &ere &

monitored including cleaning. Another generic operator exposure study was conducted durin:
seed treatment using the product Regent FS 500 (500 g/L fipronil). The study gs;consulted i

in order to confirm the results obtained with Sonido FS 400. A 3™ exposure
Sonido FS 400 to monitor the exposure during sowing of maize seed treated with Sonido £S 40%\

The experimental data obtained from these studies are u
operators during seed treatment and seed sowing.

Summary

@
Alternative approaches are applied to verify thatxposure is n&hglby?
Yth the toxl@@gw@kre

In a 1* tier, the level of exposure is compared w
additional safety margin of 10 (Table 7.2.1- lgx

study@hwh @ criti

id

Regulation (EC) No 1272/2008 is calcu@e
A summary of the risk assessment is e sen@bel
Table 7.2.1-1: Assessment of

In a 2" tier, the Margin of Exposure to t

ONEEN
gligible exposure “usin

&

\

(Qﬂe 7% 2). @

@Q
&

&

f/"

N
fergnee

aiz
dition

y was perféemed

@
&Q

S

e (A
“@@ﬂ

@f@ for t@ rel@gg‘[ cl@%ﬁi@’on

Q

@

@ to demonst{alae the neghiﬂtb% exqu)gure@f}

Q%L) éjgj an

3
o
&

S)

T

the @mo 1ca|.§?ereg%e values

S
AOEL/AAOEL) andadditipnal @e g in,6¢ 10 @
( 12 dndditip s g I& S
Scenario PPE Songﬁ mic exposure& @ %_0f5 % of @ Add.
(Product N g/]@ w/da}@ A@ AO Margin of
ez;% &menta fr‘ (0.62 ) /kg{ 0.033g/kg | Exposure
tud}@ L Long>: 6@ Aent® bw/day)f”\g b@ay)/ >10?
é\g (g @7& g@rm \q;\ S) Mo@ &\MOE |
£y S TS5 a ",
ol S PN —r <
W @omdo®s4oo© P o Sl < 22% 6.6%
i @M (param. . @ (s@mple © Yes
2 -492984- 0k)) ‘hperc‘@\ ‘vax.) 4 1515
Maize, ~ R o @’ @ ‘0
S O X SERSEPS
seedA © . IS O TS
treatment N S %, -
Q & Ry 5 0
With QRe ent® F @%&@ %ééom(? 0.8% 1.4 Yes
2
@; @loﬁﬁl) @@75111 361&) ngaxi 13333 7143
oo g o>
Q \)
o § @%oo ~ @ooom 0 ;
Maize,@ With §0%ido®@400 Wl 05% 0.8%
; 3 49298601 (pa m. )(param 95 Yes
sowjng 5 288 @‘ erc ' pere) 18182 13216
N § N
@ Y
*0.1%-0.2% derm@absorption ,\ 4
*NOAEL =2 g bw/ 8 \s rabhg deve pmental study (maternal toxicity), SF = 100

° Margin of

eab

VEra

ations

rotectlve gloves, partlcle filtering half mask, goggles
able %Ves when getting into contact with contaminated surfaces or treated seeds,
tton coverall + protective gloves + Tyvek type coverall

Ot acthl@s D1
g thg/lodding, calib
Cleani! otton coverall + protective gloves + Tyvek type coverall + mask

Baggfug), palletizing:

cotton coverall

3 Loading: cotton coverall, protective gloves, mask, goggles
Sowing: cotton coverall, occasionally protective gloves during maintenance outside cabin

@
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The risk calculations for negligible exposure include mitigation measures for the relevant routes of
exposure. The empirical 75%/95" percentile and the parametric 75%/95" percentile exposure est@tes S
were calculated from the data of each study.

Systemic longer-term exposure of operators during seed treatment derived fr@ the Sonid @%S
study is 0.00043 mg/kg bw/day (parametric 75" perc.). This estimate equat@s’to 2.2% of e A(@L
The low longer-term exposure is confirmed by the generic data derlve%rom the Re SOQ@

study. Systemic longer-term exposure of 0.00015 m@g bw/day @Sﬂplrlcal and\para

calculated resulting in 0.8% of the AOEL.

s

Systemic acute exposure of operators during seed tremgnent derive @om the Sor

0.00198 mg/kg bw/day (sample maximum). ThlS

exposure derived from the Regent®

estimate equates to 1.4% of the AAOEL.

Systemic longer-term exposure during seed 162di fbwi %env@

fate equat:

. S
NN @

0 6.6% of h A
FS 500 stu%@é 0.00042 Qg/kg l&day @mp\@nam%um)@@
@

% R
fro@ne Sapido® FS 40%study is

ric) é@

@ @
(@) The aCL@

0.00011 mg/kg bw/day (parametric 75" pe%) T}@?estln@te eq@tes to 0.6%f the AOEL @&
Systemic acute exposure during see adu@%som de V@i frgsn the\g)m FS%4OO s&y is
0.00023 mg/kg bw/day (parametric 9 eré& h@stm@e equa{@s to @% 0@26 A
@ @Q @ ‘ff’)
Q
Table 7.2.1-2: Margin of expgsure tgﬁ%e s@y h 1@tlc§%for t@ rel@nt g&asmficatlon of
thlacloprld uhder ngul@n (E 27%2008@ &
\4 KoM =4
Exposure PPE Séurce @ emi @ Hazard specifi ﬁral@AEk&@ Margin of
i & | (ugardispect
scenario (e§p. stu%) exposu @ (h d/specific en&pomt)@ Exposure®
% N Zlonger-fetm @ [mgsg bw@&ay] o @ q
@ Qr @ (asute) @ o & onger-term
@ m @ (acute)
< S @ ﬁg g @ @ @
S Q| Newday] | - D BN
y? & B
o | & S O Eertilit 46512
QO IS © 9 % % 20@3/stoci@at) @ (10101)
I PR
o 9 R
N g}’ K @ @velopﬁ@atalt ity:
&@ @ O\@ ISR g‘c
@,\) AN éﬁ @ @ lgétncrease%’n post implantation loss) 23256
Seed | With] Sosido® ;géo %\\,0 0007 | 7 & B0
) 29 1-1 0.00398
freatment Q@ Q@ < 04@ ¢ @ d Q175 @forease in stillbirths) 40698
Q ©© @\ %Q @ @@ (8838)
@ & QQ @ @ %2 (increase in cannibalized & missing 51163
% Qe @&
N ~ § N Q 20 (reduced pup weights) 46512
: @) (10101)
&@ A s Q Fertility: 133333
<@ @@ 20 (dystocia, rat) (47619)
q o &
Q@@ §@© © § Developmental toxicity:
Seed o With SRegeitbFs 500 | 000015 oo i oo -
@mel&@ 2 @ (M- @077 01-1) (0.00042) (increase in post implantation loss) (23810)
©® 17.5 (increase in stillbirths) (1411666667)
7
22 (increase in cannibalized & missing 14667
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Uﬁ
S

pups) (52381) .
20 (reduced pup weights) @ (1 3 %§ @é
& | .
) & £
Fertilit() N 131818
. @ <)
20 (dystocia, rat) K\Q @) %697&
l@lopmental tw@y . &© & Q @© é
Q &
. 2%@10 (1ncre s post rmplant:{@n l(g%\ \&@(Z(’;Z&%
Seed With | Sonido® FS 400 0.0001® @ é\a @, %
SOWing 3) (M-492986'01'1) (0 0%23) @&17 5 ((@;rease Stlllblrt ) Q @ 090 &
N
g X AN &6 & o @ é\Q N
Q@ \ YQ% (1nc se in @leah@d & l@ng > 20@900
D . @pup S éi 495652)
> @ @ O NN
Q © @@ @educ@up V&e@lts) ©©> @@ N (18861985178)
@ | @

* for more details refer to Table 7.22 & @) SN Q & iz
©0.1%-0.2% dermal absorptlo@@ the hfgher 0@@ Wical 750 /95t perc. g,:;&\ the @metr&@?}‘ /95" percentile is

\\
presented O SN {° % K
° Margin of Exposure = ha rd specifie %\TOA@szst@ expQ ;SZ) © N @

) Mixing/loading: Imper@able cberall tectl@glov rtlcl%ﬁ’termg Qe ma& gogg&%
Cleaning: Impermea cove 11, prot S, part ﬁlte@g hal@lask goggles

Other activities: Dy sabl@ ovesah ge%u;lg 1nt«%:ontaqt \;&Cj@nmat &surfa@r treated seeds
2 Mixing/loading, oglibrati cotton%over%+ protéstive gl N+ Ty tyerall\\ﬂ

Cleaning: co over, profestive glgyes + t overathst mas

Bagging, palletizing: on ct:%@all i )’%9 a@ @
3 Loading: C(ﬁ@n coverall, protective @ves m:%k, go@ @ @ (@,27\7

Sowing: getton coverall, @8510&& prot@e gloves dur]@ malnce outside cabin
The evidence of ne 1% ble"@%os&ﬂe usin&the eaggcal ef%ct NOAEL for the risk assessment is shown
using the higher oKthe em rlcﬁhe parametgie’ 75" &r g ¢ for the longer-term exposure and using

the sample maxdmu 5% spercentile forsthe acute exposure. The risk assessment
demonstrates that .ﬁ 10@1031@&&@% val@s are@n order of magnitude of 4-5 higher than the

expenmenta“l@ detefrhined@ystemie expasures
5 g

N Q © @ \%
Conclusion i N @

%y %, o8
According to Regulatim&o 1%@%7/200Q>n t]&la01ng of plant protection products on the market and
Commission Regtilation No enting Regulation No 1107/2009 estimations of operator
exposure hayésto be\madg{or the se e type of application and equipment used and have to
consider al pera@ns i dl% the @ 1ng/10ad1ng, the application of the plant protection product
and also @ clegning a the Qutine malntenance of application equipment. All operations have been
monitoied in %0 operator & ure studies and estimations of operator exposure are performed based
on th@?é stu@% N

(o
Tlgé seed@?eatment stu&%s were conducted in modern maize seed treatment plants. One study was
undert@n with Sonido® FS 400 (400 g a.s./L thiacloprid) and another one with Regent® FS 500
(500 g a.s./L fipronil). A total of 40 persons were monitored in six different seed treatment plants in
France. The monitoring included all activities that are typically performed during seed treatment (seed
supply, mixing/loading, controlling the treatment/bagging/palletizing line, forklift driving, cleaning).
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All sites displayed a state-of-the-art technical standard in industrial maize seed treatment characterized

by a high degree of automation and engineering control (enclosed processing lines) for lo st &
development. They provide engineering control for closed systems and air exhaust syst;§u a%j
technically and economically feasible today to reduce dust development to a miggmum. @ S

The seed sowing study was carried out with maize seed treated with Somdoﬁ S 400. Oper tors re
monitored on 10 French farms using modern seed sowing equipment Wlt%deﬂector teghnolo h1
technology is the state-of-the-art technical standard in mercial mgize seed sowing forlow d
development. The deflector technology in pneumatic ems is cert d for at le@’ 90®dust @yift @
reduction when compared to benchmark machinery.

The new Sonido® FS 400 formulation contain g‘h inbuilt f@t-coatmg 91’[ th a l@;@lder Q%
supplement a 2™ allowance of binder which 11ca11y added by @% seec@reatr?@gt f@hty. @
recipe maximizes the adhesion of product to the corn an%@’vmd%&dust @sram@ durlﬁg tre& ent,
bagging, storage, transport and drilling. é @@ % &

The level of exposure is achieved with dard@vork@g clothing an@rea@y obt@)nab@E éhe
level of PPE that was worn is reasonabl&tbut n%%xce&%ely @h

The clothing of seed treatment operaté% 1né11\;\ded eas c Wo@ jacket
and trousers or coverall). As seed&@at 1s oty cali% er 0 ﬁmg T witer season

some of the operators additionafly wore eng sl m Ve r a@llover As
indicated on the label chemicapresistay glo@s i rV1 11, nfask les were worn

during mixing/loading and ¢ g%nng Blsp le glove Wéise als orngjom tim to @qe when getting
into contact with contamlna s&dace@@r tr@ed se@p. This wa@aandat@l by@bhe seed treatment

facility safety guldance. & @ ‘”\,

. o
The clothing of the se\e,d SO @@ators @msw of Q@e la§x of wuter clo @mg (work jacket and
trousers). As indicatgg on th ab@@s emi@al re nt ves and a m&3k were worn during loading the

hopper. During 1ng§rotcct@ g&@es <ere o@ woouts@e tab to avoid contact with
~

contaminated s cesé\ & \ & @ N

It is demons@ted @ % m s@d tr@&tmen@hd @r uipmgnt provide very low levels of

exposure. 'Eje available ris ml@atlon%:eas s prdvide gg addigional margin of exposure (MoE) of

about l®nd higher a@”the@ gher level @safe eyongl he threshold already considered as

safe. \

@%
It is concluded th@le us§of clo % FS@O w& m ern seed treatment and sowing equipment
will result in insighific ng, nﬁﬁaze s&@d treafirient and maize sowing.

exposure humans to th@actl ubs echnically possible (for details refer to chapter

Method @ phcatlon@é(CP @
»  Seed tré@nent% @
S

. State ofHe- ar@% st @ard in maize seed treatment including a high degree of
@uito ation er1 ontrol for low dust development; this includes

The followi @151{ @ant@ meagures &@ %%secéé@jhe scenario of use with the aim to minimize

v

&
@ o Sseed 1ﬁcat10n befbre treatment (use of dust-free seed),
@& & clo tra@er systems (liquids) - equipment designed and manufactured to be
S Q@ \% o@ve the formulated product from the original container into the seed
{*ﬁ (O {reat chamber, and to accurately measure the volume of chemical being

Q@ @@@ @ran@rred with compatible packaging
N o use of stationary LEV (local exhaust ventilation) systems in indoor situations i.e.
©® dust extraction systems during seed treatment process and during bagging,

use of binders/stickers in the seed treatment slurry,

closed treatment line, treatment chamber and bagging line

o O
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o automated palletizing

o automated application systems reducing manual activities to a minimum. @ @@
e Formulation adding a separate film-coating product contalnm‘a binder to n@lmlz@’
the adhesion and avoid dust abrasion
& S
= Seed sowin N
g NS
= Q & 2
State-of-the-art technical standard in maize s@ sowing; th@ncludes N é\a
@ o
o sowing machinery i.e. precision pB‘ters workiag” with the u ng%@on &
principle including deflectors on &acuum pneu&@tlc seed drills desigged t(é%duc@&©
@ @ @

dust drift % Q <

N
The term ‘negligible exposure’ is not ﬁnally@ﬁned by EU @e t; e@Co 1ss’ A
proposal is made to demonstrate negligible exposure;fo the@ctlve@ubst& @@opr@ in th&plant
protection product Thiacloprid FS 400 un@r I‘&@Stlc @id pp@’tma@@)ndl % use %Volvmg
professional risk mitigation measures. % @ @j

The results demonstrate that expos 1s ﬁﬁs be d t threé&%d egread@onsu\i;red § safe

(additional safety factor >>10 to th@AOBEL Jand SAAQ ) Maggms Srdlers of
magnitude — and therefore a high @eve@f safe — eXISt eQr 1de@ th e Valé’@s for the

specific hazards relevant for the c@wﬁ%mon %thmc@prld @ @ @
The applicant therefore co@rs @t exp@uref§ opﬁﬂtors@ th(gc@)prlbcan e mltlgated to

negligibly low levels under t&cond@@ls o&use & @ \@@ .
@ @ LN <
CP 7.2.1.1 Estlmatlon @ppe%‘tor @ o @
The SeedTROPlzg@%del V@s u@ to 1ma s 0@" op®tors ﬂurmg seed treatment and
seed sowing in th Al siex of Thi aclopn@nd (S Qlts are not gresented here again.
gindh AIR S e e nol@e

Exposure estiréc% 1@\13 do%ler e bas@ on e%perl ental frofw field studies (seed treatment
and seed sowm) u@@g h&g 400@0rm%ﬂat10n@§per ex re s@dies were conducted in modern
maize seeddgeatmen lgts ang& &n fam%usm@p -to-date sQying q@apment.

D & N
&@ @© § Q° ©© ) o\©
QO O & D
CP 7.2.1.2 Nﬁsu&emen op@sator@mpos@‘e >
able fro@%per@@ x@ure @dles These studies are used to evaluate the
§ ; 01{%1» durgg see%&rea‘m@nt and seed sowing.

Two eX re studies were w 0 ’%\ﬂ to, fronit @he exposure during seed treatment. One seed
treatme study wa §e%orm w1th ON &@@ 400 (thiacloprid, 400 g a.s./L, 3 sites) and another

Experimental @ta ar@
exposure of @peratof to

one with REGEN (ﬁ n11 q5./L, 3 sites). Both studies were performed in plants
repiesenting state-o —th treatriien ology. This involved a high degree of automation and
engineering cogirol. Both st ies @ect high technical standards currently used in maize seed
treatment in rope% ]us ¢<~~" ati the Tse of both studies in risk assessment is given below in the
connpansor@ifhe&y e o {ditions of broducts

% S

Table \(\ 2 1 om rlsOr@roposed use of ‘SONIDO® FS 400’ (thiacloprid, 400 g/L) and use of
@N 500’ (fipronil, 500 g/L):

@ ﬂ
Lg
Q N Dose rate

ﬁoduct Active Application

method

gas./ iy

100 kg seed*

gas./U
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Sonido® FS Maize | Seed treatment
480 - Thiacloprid 50 285 - high degree éf >
of automation . @§
7 o
Maize {>Seed treatmen
®
?ggem EE | pm— 4375 250 @ - high degres |- &
% of auto@on N &
% '~ P A
& &
N @ < ©\ @ @
* based on avg. TKG of 0.351 kg/1000 seed: Q @ @ > é
g. of 0. g seeds & &© L

SN

© Q AN
Both products are formulated as flowable conc @r)ates for se&d tre@}mens f&rmulati%h) \’Q@

similar composition. On the basis of a.s. applied2work rate, \%ger yoféime an @&h@d oif% @pli@n,

the generic study is an appropriate surrogate for the as, %om@nent@ ‘So&@@ @4009\ S

@ A N
A third study was conducted to monitor t e@:xp re t @ﬂiac@id c@@i;lg sg@d s@sing@wing%df
maize treated with SONIDO FS 400 wasperformed with stat@o ~thesart pn@qaﬁc sowingmachigery
i.e. using precision planters workln@%mth\?he V@um &l gul@on p@apl@hclu@@ng de ector

technology. Q K QX @}
§© ‘% "\@ ©§ §@ ©§ @Q N %@’)
@ o,
Exposure during seed treatment «:5@ @,@ @J@ @® @ ©© ®© “ o
S S Ee e, °
N o8 N -
L O & & L& &

ido FS300
Report No.: @)@ @- ] %ﬁ%z % \\ ‘N é@ @& @@
Document No.§ &4-4 984-0&1 (] A Y § Ry

Guideline(s): N OECD guidance d&sumen@or th nduo@ stud®s of occupational exposure to

N N S L
Report: s KCP 21 .2/0% R v . 2004; M-493984-01-1
Title: N Detet 1ina@ of of@rator, )ost%to thiacloprid@uring $ged treatment of maize with
& Q 2
v sesticide@AuringNericuyral f@catioy, Seriggwn Testing and Assessment No. 9
© estici ?Lo\g ur@rmu@m apfiicatiqp, Lrll esting and Assessment No. 9,

D 97 SN

Guidcli@cviation(s): @110tosl§ﬂcd @% . @Q N . S
GLP/GEP: > veg® NPT Ay

N SRS

D S @ AN @©

©Q N} (&) D <
@ S COEEN ]{@eria&@nd méthods
© o & o

The dermal and inhalatio@ex re 3p§9rator@was monitored in 2014 in an operator exposure

study coiucted in thrée pro Sionaflmai eed@atment plants in France when using Sonido® FS
400. The product i@rm ated as a ﬂ%geablc ‘Ehncentrate (FS) and contains the insecticidal active
subsi%nce thiacloptid (40&¢g a.s/L). T@ test@m was delivered to the test sites in original containers
containing 1000@li\ters ot@yronQ@. Th‘@pack&gg is typical for this kind of product.

The productds a &@ter- ed s@d dre%ing liquid formulated as a flowable concentrate (FS
formulatiori@t c@fains intsgctici ctive substance thiacloprid (400 g/L declared). The product
was sup@d i]@@OOO ifer coutainers. The seed treatment of maize grain was conducted with the
maximifai applcation rate<of’125 mL/unit (I unit = 50000 grain). The study was performed from
Januqy% thrﬁlC brudey 2014 during the typical maize seed treatment season. Operators were
m@(&@)r a wiole @rk shift (about 8 hours). They performed their normal daily routine work

consistigg”of a combination of activities (mixing/loading, seed supply, seed sampling, operation of
bagging” and stacking line, forklift transfer to storage, cleaning of treatment chamber and of
bagging/stacking line area, etc.) depending on the plant’s work task organization. The selected plants
represent a state-of-the-art technical standard in maize seed treatment with a high degree of
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automation and engineering control for low dust development. This includes seed purification before
treatment (use of dust-free seed), use of dust extraction systems (during seed treatment/bagging¥&ise &
of binders in the seed treatment slurry, closed transport, treatment and bagging lines and a high.d gre@§
of automation reducing manual activities to a minimum. Batch treaters were @sed at all 51@24 0-
2690 units (33 to 47 tonnes of seed) were treated corresponding to a con§§lpt10n of 368 — 3@&
product (132-135 kg a.s. thiacloprid) per day. Q \

evaluated on cotton underwear worn beneath the operatoE’s usual worgyclothing (a@?as laye@yof @
freshly washed outer clothing, e.g. jacket and trousers). Exposure @e head w&@nea d V@face ©
neck wipes. Exposure of the hands was determinedvia hand washes with detgygent. Qary WO
clothing and additional Personal Protective Egimpment (PPE ucl@és @ectlﬁ. glove and@or
protective coverall and/or filter mask was worn“during the daydepe @hg 1ty Bat ned

as dosimeters. Inhalation exposure was determined u lise ofn permnal air Samplig pmg;p coﬁnected

. ©)
Exposure measurements were performed via passw@mmetw tec %ques Body\exp@i%}e \@s]

to an IOM-sampler with glass fibre filter loc@ed the b %fthln the éperatar. S m%es werge
collected on completion of the daily Work%asks dltl(@al 1nl‘@at10§ sam]@s wer@coll@ d]@ng
cleaning operations. & \ \ @ §

Field recoveries were set up with star@rd @olve&io e@uate the sta‘t@y o@tlv @bstan(@ on the
®

various sampling media. %@)

N
The samples were extracted w% a @mt on1 /w tQ nalé:éd fot> residues of
thiacloprid using LC-MS/M ecti \Vi%’ The a lyt@l m t@)d vahda ed b@ecoﬁ’y experiments
prior to the analysis of theltest ample “The 1m1t 0 quantsgal OQ)-@Was established at 0.01
ug//sample for the cotton ggrment,’0. 00®ug§@nple for the face/n@( w@s an%?ﬁ?e inhalation filters

and 1 pg//sample for the hand wash solttion S {Q°
IS ¢§ % v @6@ \@ S & ‘\@
NS Q@ @sul@ O

The analytical 0 V@s v I%Iated Y%ﬁ‘ch 13b recoveries & 96%,° 100 «g) Field recoveries of 86% -
yt f@{ 05@ @
ityie

102% demon d @stal@lty ofé% actiye su% nce@? the §81met?é’s from time of sampling until
analysis. N @

A @ o @ % @ ke

ctual dexmal exposur&swas gatcul as the’ sump_of resicfues-Oft’ inner dosimeters, hand wash and
face/ne@ wipes. Inha@gtion @;posu calculafed fmm residues in the air filter adjusted for an
average breathing yate of 08 L/ & exp\}ure as cal@ated from residues in face/neck wipes.
Potential inhalatiet» values re ent v%rker@earl@ no@ask The exposure values for individual

workers are tabuldted lglow. S @@’ \% @@ @j
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Tab. 7.2.1.2-2: Individual exposures (ng/person) \(} R N K A
Exposur ) person) ©Q© N @K @"\Q ~
< X e
Plant 1 Plant@ . Q _ Plant 3’&@@ Y@\ > o )
OA | OB | oc | oD | OE | OF &r\\ﬁ(} o @@? @@@w R S Q& S Ton (\@’M% ax
Actual dermal o~ 3 W\ o ﬁ@ @»\g@ @\ 8 - © @Kk
\ Q
e body 14.1 33.6 | 48.9 20.3 .6 617 G793, 10 .| §9: 4.88 *\’3 60 1.88 .88 1010
786 %“8&7\%0@ 5 2 | 4gs &"K’ @@1&
. head 146 |222 |1.55 6%721\&2.23 N3 g N i 1\%& P56 T3 | Bivo Q@i@}% 0.19 | 117
o hands x| @K @@ D ©©> §©® @Q X @& °
SR NN @7 <9 O g@© )
during mixi . 51.6 ® 35 @@ o8 ¥ | 97 Qo2 |102 |325
uring mixing/loading @ ) \’& o @ &%
during other activities 2@© @@ Q o\@ @ @ & 5 % E §© N 587 247
(including cleaning) . G 2 N G &@ 77'@@ 46 . @X )\% $s 80'9©K 2.8
Potential inhalation* \ « ) O @\ . @@ ©) « Ay @v%
- during cleaning . @Y N*“\\D%w \ %v& \fﬁ%m © @9@ 0.509 | 907

\ N @@ N
- during other activities 7.95 :&&3@ 4(%8%@ 12. 8@@ 296@ 137 % 0 (@}2@ ’”\é@@ 5.03 1.93 1.09 0.550 0.550 | 150

* Inhalation exposure is calculated fro Kdues (@l Dfilter @ ted tQ a %Blratlon@@ of 2%{@/mm H&@xposure is calculated from residues in face/neck wipes. Actual dermal

exposure is the sum of residues on in dommeter@- and w@ face/n&kmpes N\ %,
2 @Q \ : &@& @K ©\
WV \ @@3\ \©\ ® O N
@ . QO e
\ < O
&@9 Q@ o\@)\
o®
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The following values are summarized from these data.

Tab. 7.2.1.2-3: Individual exposures 5 @@\ v
Operator Individual tasks Exposure (mg/person)@’@ & ) ©®

= Actual .Pot ial @Q §\ &
dermal infiélation \2"%\ N éﬂ

OA Mixing/loading, treatment/bagging line 00672 00795 @@ § %@ &@

OB Seed supply, bagging line 7& 0.0626 4 © 0.00438 ny Q @§ @Q}©

oC Palletizing, forklift driving QO? 0. 065& @048@ & %) @}

OD Cleaning, bagging line °0. 27@ ”\7 0. Oﬂg@ 6\ \% §

OE Mixing/loading %© @9 @@1 14 Q @2963@ é @% @& ¢

OF Seed supply, treatment/baggm&%ne \ 0 7i§ 5&%)13\6@ K s §

oG Palletizing Q \ @ @42 &@4&986@ @Q . S)

OH Seed supply, cleaning, ‘@ggmg@hne @ 1 20 \ @%.96 Y @Q o\%

(0 Palletizing, forklift \@' mg\% Q@ @ %&8 0@0@160 é&

0oJ Cleaning, treatra)eﬁ?ba%mg 111§ @ 0.092 1& @0.00JQ@ ©

OK Palletizing, fo?khftt@%vmg@@ ©§ @@ 0@%7 % ~ 0.@(:}@193 §%

OL | Seed s@ bagdliglind> o, & «g®oo97© 00109

OM | Mixing vadi®” Q\Q N N - Q 0 ga@ o 0@55

- Mixing/loadi eableg.coverall, ¢ emlc&i\reswta@glove P2 nlcl§erm@alf mask, goggles

*The following W&$\ d1t10n &standar@work &lg\hmg
- Cleaning: Impermeable cover@c @1 rest t glo@ parti::‘le filte half mask, goggles

- Other ackiyifies: Dlsposa 10V g into tonta with v,-ey:’ tedsurfaces or treated seeds

A XS
@\ & éﬁ ®onclm\§on Cix Q

Dermal and inh@@?tlo %gpos@ eral&g@j @ctua@@ermal exposure of all operators
was 9.66-1200, ug/pé fie tyﬁy)cal rato@ workyincluded a combination of tasks
depending otfthe wotk (}1 0] ator@}yplc@y assisted in different activities apart
from theu%;nam task or repl d th% colfeagu §Ze.g. during breaks. But none of the
operato@/as 1nvol\geg@1n a @mbmon @dll agtivities. Therefore, specific task exposure
scenarios were not @elo sure sult&?monstrate that actual exposure is likewise
dlst@%ﬁted betweety the % Patentia alation exposure ranged from 0.550-150

ug/person calculated for” an a@érag@breatg rate of 20.8 L/min. One operator had an
exceptionally <argh pgtenti alafion dos® of 967 ng. The likely reason for this dose is
considered £ be the’exeeSsive uSe ofzcompressed air used by this operator during the
cleaning of the t@tme Qhamber (94®0f the total respirable dose was received during this
activit V' ctualénhalation @osme of this operator, on the other hand, is to be evaluated by
the usévof adilter gmask. ;A recommendation is concluded that the use of pressurized air
sh be acec@iy 0‘@ cleaning device e.g. vacuum systems.

Worke@ere adequately equipped with working clothing and PPE. Relevant clothing/PPE
scenar1os may be considered in risk assessment.
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Risk assessment

o

The experimental conditions represent state-of-the-art technology in Europe and are @ S

formulation specific for SONIDO® FS 400. The measured values of the exper%nental study Q\
@

are taken for the risk assessment.

&,

Since workers performed several activities specific exposure subsets are” not obser

Therefore, a deterministic exposure estimate is taken from the whole
surrogates the more conservative 75th percentile values th@following

thiacloprid in SONIDO® FS 400.

&

&@Q
QQ

base. Takifig as @

Q@; are obtm{}d f&\

&

AN

v

S

N
©

Tab. 7.2.1.2-4: Calculation of systemic exposures
)

Body

Operator Individual tasks

ID

Q @S‘"@hﬂ $~ #%%emlc?

Pote
incl E%

Q@ﬁhal
010% @0001&

4 0.0607 @900

o %@

€.0001, 00017
@QO 0(@426 bo.o 3
g

@19%\ @0198
‘& 0.00183 @)00185
0.@5%99 & 0.00123

g@ﬁfs.oo 0.00006
08909 £V 0.00008
9 o Q0

4500003

AN
o 0.00001
0.00001

@ © &y 75" percentile
§ 75 parametric estimate

N
o D
. v 95" parametric estimate

Q

Mixing/loading,
treatment/bagging line
Seed supply, bagging lings)
Palletizing, forklift dri
Cleaning, bagging@ne
Mixing/loa T@ ’
Seed supply, %
treatment/b{%ing 1i@
Palletizin
Seed s@%ly, c@nin%g
ging line
Palletixing, féklift driving
@© nin S
eat /b g line® &
Palletizing, forklift %@ing SNRES
Seed sup ag
Mk&ng load,m
@9
7
@
Q

&

0.00005

0.00003
0.00001
0.00001

0.00033
0.00043
0.00190
0.00326
0.00198

lin

]
P

©
95 percentile

o> o
"\Q&

Maximum

# Individual body weight ;>

*  Systemic ex| sure is c?ula éi%rom @ptual dermal exposure using 0.1% dermal absorption of residues
obtained d&rl g m mg/loa (exﬁ@ure to@)ncentrate product) and using 0.2% dermal absorption of
residues lne% her taSks. Inhglation exposure of operators is calculated for a breathing rate of
1.25 (20.8<,/min) sumed t(j@ totally absorbed (100% absorption via inhalation). Inhalation
expo&s d clearfing (oors OD, OH, OJ) are adjusted for wearing a mask (mitigation factor 0.05



B . Page 51 of 101
sayer) Bayer CropScience 2016-10-20
R

Document MCP: Section 7 Toxicological studies on the plant protection product
Thiacloprid FS 400 (400 g/L)

Summary .
For risk assessments in relation to longer term exposures, the EFSA Guidance notes that @ @©
exposures are derived as the higher of: ®\ g
(a) the 75" percentile of the distribution of measurements in the samp@the level of© ©)
exposure an individual in the population can experience repeatedly @ich day over% N <
season); or % § @@ &
(b) a statistical estimate of the 75" percentile(4or the the f@tlcal populag%n § @
measurements from which the sample was derved under assumptlol@ at @ %
population has a log-normal distribution. & Q N Q&
) O & @
The relevant estimate for longer- tem'@posure is &herefo@ the @‘am\ﬁc 78 h @}
percentile of 0.00043 mg/kg bw/day V%finc ec%ates t@ oy oiogﬁthe A(@EL §
A

For risk assessments in relation to acute exg%sum@@(l e, @vﬁése éu it co& occ@’ n éslngl I
day), exposure estimates should, as a def& be 1V6d%@§ the hi @

h% : her%f

N \ N

(a) the 95" percentile of the digtribytion of @aswe%ents @ the qgaﬁnp e 1@1 of §
exposure an individual in thpulsgon c@expé@nce Qyer a@gle @)

(b) a statistical estlmatle t]@ 95‘h@ercer@e fc@he t@oretléf) ex atlom of
measurements from h th%wsamp@’wasﬁenve@ un the a thgt this
population has a 10gm0rm< dlStI‘l@OH &EFSA@?}R &?l 20\@) @@

‘The agreed sele&t@n mlé@:ons@s t <\ 1gh§r valug qf the@ﬁnpl@nd %apercentlle
estimate as lopg as ﬂ@/alu%s belgyv thg@mpl@laxmgum O‘Eﬁérm@@ the sample
maximum s é?fd be@hos@a § % & &

The releygnt es@m‘ce’@ acute exgosur@@ th§@%)re the sgiiple maximum of

0. 00196@1g/®w/d©a$whwg equais to 6@@% o%

Tab. 7.2.1.2- SQX]) e oftsged t%atment%erat@s y\?@
J % j) UU
& AT WilgpPERS
Expoélse \ysterr@\%)xp ure | S % fAOEL =~ ° % of AAOEL
Q (m kg b Q% @0 Ozgag/kggb%\w/day) (0.03 mg/kg bw/day)

Longer-term @ <\ @;\a . @Q
(parametric 7@; @Q 0.&2@43 < ©\ §% > |
percentile) <O CHINGS) N ~
Acute AN S O %% o @
(sampl & 0.0 @ @ o B 6.6%
maximuin) ~N & {Q)\

@ D
LG&normal" ™ % KN @ Q @ Yes

- Cleanlng ove 11, chenye resistant gloves, particle filtering half mask, goggles

- Other ac@stles @posab@

&
@@v\g

& @ Iy °
@ & <

&

* The following 8 was worn
- Mlxmg/load Im ei%yeabl verall@e l reswtant gloves, particle filtering half mask, goggles
"
ove i

en gettl into contact with contaminated surfaces or treated seeds
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Report: kep 7.2.1.2/03 | . 2005 M-261077-01-1

Title: Regent (R) 500 FS - Worker exposure during treatment of maize seeds @o
Report No.: M-261077-01-1 o
Document No.: M-261077-01-1 S @Q
Guideline(s): Not specified Q & ©®
Guideline not specified @ °
deviation(s): % @Q §
GLP/GEP: yes Y N0 X
\e @ O %@
S & & S
Material and methods § Q N @© @Q}
Exposure was monitored in three seed treatment ﬁ in France %n%GE@@ F@SOO, a @}
water-based FS formulation containing the activesubstance fi ni%@ k). 6\ «:5@ %@
A

The product was applied with an applicatié rate@%f2 87 mL/@it 0 @%eds @iva{ent to %
43.75 g as/U (1 U = 17.5 kg). A slurry%as prepared @ith a‘@iti(%a pre@,ration@and/ @&
water to give a dilution rate of 1.2x - 3@ 24@16 wQ\rkers @ix, nin and\ @ine ateach site)

were monitored during a complete kin;é%hifté%ost&% the%@)rkegw we@vol@ in ©
several tasks. O % O \@' § S &

§

The seed treatment process was pgfomﬁ@d witlpa hi egr@gof ayfomati QAt sitespthe
transfer of product during mi/loaéﬁﬁg was perfédred Q@intr cinéi)xa suction probe into
the storage tank. The produ&:wa%hen agtpmatically ped@mto aJn i{l%’ink computer
driven). Calibration wd% auto@atic@ pe. ed by the trq&ﬁent@s‘cer& t site 1
(manually at site 2 and 3} Thebagging at ites @as a@na d. This%clu@ automated
feeding of empty ba@i%’into @ys&@m, ing Q&e lgé}s on €he filler statjon, labelling of
bags, closing of ba@by Qwinég placing ofﬁlgs allegy (manually @)era‘[ed at site 3).
Operator’s taskb%?ere &@‘ting&ﬁae ma%hin@ ensting t@ba @nd kbels were available
for the feedingSecti f t]@ syst@; cheéling @ﬁ% cor@ol 5% , mathtenance and taking
care of incidents. I@yall ptants, air extrac orscg@e lo&ated cfose f&?e seed filling station.
The bagg{r@ systems siere %os@nd @tilate%} in @lant_ ¥ half-enclosed with air-
extracp@@ in plant 3 @?ﬁd opey but With air, extr@on 0, legn\t@. Cleaning was performed
manually with compressed air andfer wa ndeipressure.

Dermal exposuré&was rmlﬁ V1@§Vhole‘%bod§§s1me@ including working clothing and
PPE that worlkgrs t}@ lly@arcuﬁder tl@\pregv ing ¢énditions. Hand and head exposure
was determined wit har@a%p\roce@es a@ facetbeck wipes. Inhalation exposure was
measur:@th personal air sanip ers.@ﬁe d§§%}1ete§§%mples were extracted and analysed for
residuesiot fipronil %LC—M&\/I%G‘[GCUQ ) ©\

Fiel@ecovery wasvasse % a‘e&@ﬁsi‘te@ 0 eate the stability of fipronil samples on the
various media. n-fortlﬁed&@rma@md iQnQa ation blank samples were set up, packed and

stored in an @ﬁca@rﬁ §
N @
The analy@ 1 hod @as validatedQvith fipronil by recovery experiments prior to the

analysi@ the f&st sam%fes. ‘The limit of quantitation (LOQ) was 0.01 pg/specimen for glass
fibre filters, u@ech& for hand washings, 0.1 pg/specimen for face/neck wipes, 1
v cimeyy for u@lerw@r, cotton coverall and Tyvek protective suit and 20 pg/sample for
protectiy&gloves (1 pair).

Results



B . Page 53 of 101
sayer) Bayer CropScience 2016-10-20
R

Document MCP: Section 7 Toxicological studies on the plant protection product
Thiacloprid FS 400 (400 g/L)

Potential inhalation exposure is calculated from residues in the air filter adjusted for a .
respiration rate of 1.25 m3/h (20.8 L/min). Head exposure is calculated from residues in @ o
face/neck wipes. Potential dermal exposure is the sum of residues on all dermal dosimeters, g
actual dermal exposure is the sum of residues of inner dosimeters, hand was@d face/neck® @@

wipes. @ N
- : : : : S S e
orkers were adequately equipped with working clothing and PPE. Pretective gloves\ @erg 9«
worn during mixing/loading, calibration and cleaning. @e (5 of 12@vorkers occ@%ison\ @Q @
wore gloves during bagging when touching treated seed. ©Q @ é\a &
Inhalati : IR N Ore e X100 &
nhalation values represent workers wearing no magk. During c@ 1n%mask§ ereénostly@ @
worn and sometimes additional face shields wer@m. N @ R \@ %) @@}
The exposure values for individual workers aﬁ@&tabulzﬁ@ﬁ begljﬁ@.’ (\7\ @g@j @6 \% S
s TGRS S & o
ARSI > NS N §
RN N N SN Sy VR
ST & & vy o & o
S > O OO s
Ve o » & 9 .0 O ~
o & TS S U
v & 0 &
N © N @ S 2
e QO N O Q Q
S % 9 § @ S e BN N
, .9 9 ¥ .90 )
S TS g S e O
§ é °\® § N - ©© @@ N @
y S NI S
G S
S N S @
A S %
N DNy @ © o &7
&@ \@Q Q\Q Q° \© o \©
SE®) S
§ RN > & >
@ 9O g © o .0 %
QOO O N O D
O K &2 o
<) S o L2
@’ 2 Q @ SIS
N AN L9
b @° v &@\ &©
s A &S R
@ < Q" & ©@
N
@ (RN
S O
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Thiacloprid FS 400 (400 g/L) Q@ ,@@ N
© o2 \
Tab. 7.2.1.2-5: Individual task exposures (ug/person)* < % < &% K @@ @
Z o 2)
Calibrati Mixing/loadi Expl;)sure' (%ﬁ%%%}%) &ﬁQBQ i 11 l&o ©K %V\\\Q Cleani
alibration 1X1ng/loadin aggin. agging - pallet ° canin,
g g i g Q gging P)\? @@ < S g
Operator | potential | actual Inhalation | potential actual inhalation | potential actual @?halati(@@b potgnt' S °  actyald) in@@\%’n \}al actual inhalation
ID dermal' | dermal® 4 dermal dermal® derma}, %3%e@a% X dertga denal® <x§dermal @ dermal’®
1 7683 473 1.61 AR > N NI @
2 O3 [S V14 N 702 © Nl B @
3 N > &L «® 39266 172 1.97
4 NN %23 Ois. N Y A & N 14243 344 115
5 i V1441 32 4565 T 4600 x \ N N 43285 981 513
6 N R @\(\V’ L)L o D X b 67821 295 456
7 3985 A Qs LYY e B2 oP N Q> N@@
8 O A7 P 40160@° 86 o) Y N O
9 18205 17.5 0.202 e 2 1@%@ ¢ 386 { 2.2 v oY &
10 QY [a\ ¥ O b N a &\ 7 oY . N 98082 291 38.1
12 . & RN S N NS X o D o 207789 52.0 81.0
14 QO 1 %O S N N % = 11834 66.1 19.2
15 3230 11.4 471 Y oD 2138 D 3040 165 Q™
16 . © NS 933% 648 N D
18 )) NS £ 18 [Q) 44 @ 2175
19 53121 [N\ V7724 0.824 N R K\
20 1914 158 0.64% YT Do W31 o 182 ©, 5.18
21 ) > N o\ 2 Y U861 5 586 O 349
22 {Q@’” AOF o x ©° & . O 32.9 0.925 22713 95.0 9.97
23 N D N\ A © N 29.9 1.28 5541 76.6 9.68
24 N SR . O}F 14O 111 8.11
25 R . X e~ 2 7980 106 3.52
26 @ RS NS 20.2 3.92 9261 385 24.0
27 NG o N 30.4 2.90 5856 123 14.7
* summarized from Table 13 lfﬁ\lS 16 7 of th }\1‘@ report Q ‘\\@)

! sum of outer and inner
sum of face/neck wj %5 and
sum of inner d
4 residues on air lter ad

2
3

%@wter @@%{n ck wi
fac w1p hg{d Wi
to a re

tlon I

nd w%

%@8 L/nﬁ@@ @
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The exposure values are summarized in the following table.

& &
N N
Tab. 7.2.1.2-6: Individual operator exposures (mg/person) S @@ ©
Operator Individual tasks* Exposure (mg/persoaz? S ©®
ID D
Potential Actual < Potential § § S
dermap) dermal™> | inhalatiofy - %
> N @ L@
1 Mixing / loading 23 7.6% 0.0 0.00éﬁ § %, g
2 Bagging ! g63 054 0.0070 Q) & ~
3 Treatment ?* 4/ cleaning % 3 9.3 Q. 172¢,° 020 & © &@
4 Bagging !/ cleaning 234 @@ 17.6 0 9\6@ > Jgé@ %@ @@
5 Bagging */ cleaning %34 LN ﬁ@ 7 \ {%@7 é’} 0.8876 | >
6 Treatment "/ cleaning %% %3 N % 67. S@Q Q@.Z%@ 0@456& @% &’
7 Mixing/loading 1234 % Qs y 0.1 Y 0.0045 §®@
8 Bagging ! @ ~ @02 N 63869 <« 1 0496 @0\’ QO
. R 50
9 Bagging -2/ cahbratlo& (5% ©25& ©0.403y @ &
10 Cleaning 234 R ¢ o ©§ 0. @2 00 N
12 Cleaning ! @@ 5 W §08 5 O 0810
14 Cleaning 123w ™ § o 1 g & &@0.%\6’”@ &) 01929
15 Bagging !/ cal@gration&* | @@ O 53 Q@@S 0. %@
16 Bagging ! @ o O 6@%33@@ 0.126 % @65
18 | Baggingd? @ & 5 208 | Qoafy | 00217
19 | Mixig§Vloadiog 220 § &R &b 0008 of 0.0008
20 Bagg hg L ahb@\tlon%g O 894 7 ©34°C] 0.0058
21 gm@@ o O % 2 0860 0.059 0.0035
22 @7Baggln - palﬁjs l cf@tmn sy @ %@ 28 0.0109
23, | Bagging - ets%ean@ 2 8 54@ 0106 0.0110
24 Bagging " ©@“ 55 s 0111 0.0081
25 Baggipg % 8 0.106 0.0035
26 Bag %ts § leagﬁ’gl 23 % @@9.29@@ 0.461 0.0279
27 @aggm@walle@ cleafin §© 586 0.160 0.0176
* Clothmg/ worn: "S) $ @)/j @
@ on coverall @g) QQ @ o@ o\%
rotective g  ogcas on&Q & @
3 Tyvek % %3 @ @
\ 4 mask, 42 occa51ona§ ™~ R @
3 face sh@& @
v &8
R
§ @ Conclusion

The stud@xres%}gs\
treatnyi@ prq

equi

Wi €1s

ed with WO%@

SCS €rc

e mainly f

repl@sent @posure from treatment of maize seed in professional plants. Seed
ormed with a high degree of automation. Workers were adequately
itig clothing and PPE. Three workers were involved only in mixing/loading. Other
olved in a combination of tasks such as calibration, bagging, stacking

(pallet@nd cleaning. Dermal and inhalation exposure were highest during the cleaning procedures.
However, impervious coverall (Tyvek) was always worn and masks were mainly worn during this
activity. Relevant clothing scenarios may be considered in risk assessment.
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Risk assessment

The experimental conditions of the above presented study are representath@for seed
maize with state-of-the-art technology in Europe.

. . . L
The measured values of the experimental fipronil study are taken @) the risk i@essw&

normalisation for a.s. handled).

v

N %

o,

tre@en

LQ
(ad?

"

s
&

/

Y S
Since workers performed several activities specific gxposure subsare not o%&ve@em@e, aQ
deterministic exposure estimate is taken from the (#hole data baSe. In order é@predl @era‘f@
exposure to thiacloprid the fipronil data are take@eawred @9 Q \@ % @}
@ "\ Q . <&
Tab. 7.2.1.2-7: Calculation of systemic exposur& @@ 5\9@ g\a @%}@ § \ RS
Op;ll")ator Individual tasks %)dl)l’t ¥ @U prosugg (m‘%kg bwday @@ O%
ght i i No *
T [ sk [Tt |
& ° S e S
1 Mixing / loading  © %9 N ™ 14034 | 000069 | 9000087 | 9.00002
2 Bagging R |¢ (00887 5 0.0 3@0.0@9 - ¥ 0.00010
3 Treatment / clegs®g . v 6@’ @64{@ 281 & (8003 | 0.00001
5 Baggmg/@anm@ @Q 79.9°| 056616 00*1@9 S oqg\@s 0.00042
6 Treatmenﬁde § 997§ §£00433% 067 0.00004
DY .
76 0. 3 | .00 9.00006 0.00006
7 Mix@y / loa@hg S @ § Q024 @ N
8 &ag g & [0 @738@@ 001241 4 0.00028 0.00030
9 Bing cahbrégon i« qi> [N03582 g&%@ 0.00040 0.00041
10 @ nm@ Q K@O N 1.4@18 S .00416 0.00054 0.00004
2 ¢ @leanmg REES 2@79 0.70 0.00109 0.00006
148 C@nmg@’ & n @0.16 900093 | 0.00027 0.00002
! Bagg%%’ c %lm& a75 . 9 007158 | 000420 | 0.00022 0.00022
16 @ OBagei g ~ 65 @1436 T 0.00195 0.00010 0.00010
18 %mg ;ﬁ 9% $£0.02 0.00468 0.00023 0.00024
19 M](’ ©\78 Q" 0.04601 0.00010 0.00001 0.00001
e/ léémg \ . . . .
N N @
20 Baggmg/@lbra@ @ 6357 | G;14198 | 0.00539 0.00009 0.00010
21 @ Bégging @ @g L JNM0.01195 | 0.00081 0.00005 0.00005
Ba llets / & on O
: @72 7| 0.31546 0.00178 0.00015 0.00002
* t”\acleen@a @ Q
> Bagging@palle@} R 6@
N : @ &( 0.06926 0.00133 0.00014 0.00002
23 @"° cleaning &
&
24 @ \%aggg w, @%4 0.02418 | 0.00173 0.00013 0.00013
25 g @ Q86 0.09047 0.00124 0.00004 0.00004
@ ill
Q| S i al@/ 70 0.13230 | 0.00658 0.00040 0.00009
26, SN caning”
S @ Balging- pallets /
% ) 1 68 0.08612 0.00235 0.00026 0.00006
& clealing
(@ 75™ percentile |  0.000153
75™ parametric estimate 0.000150
95™ percentile | 0.000394

& @
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95" parametric estimate |  0.00049(
Maximum | 0. 00&0 {

Individual body weight

* Systemic exposure is calculated from actual dermal using 0.1% dermal absorptlon@ residues ob%@é’d d

mixing/loading (exposure to concentrate product) and using 0.2% dermal absorption @y residues obtain duné all

other tasks (diluted product). Inhalation exposure is calculated with a breathing rat for operators @d m@% (20 E%@
€ urm

L/min) and assumed to be totally absorbed (100% absorptlon via inhalation). I tion exposur ean
(operators 3, 4, 5, 6, 10, 12, 14, 22, 23, 26 and 27) are ad_]ust r wearing a nﬁ@ (mltlgatlon@ or &G& for F@S @
mask).
Summa & @Q v\g@ QQ é\g Q)
Summary @ & Q ©© N

For risk assessments in relation to longer term e@res, expoilr% are °riv@s tléhigh% of: @}
(a) the 75™ percentile of the distributlg% 0 m%sure@s 11:@1% san@ie or@ \% §

(b) a statistical estimate of the 75" I@rceg{y@ for@'e th@ehc@opm@ﬂon af meas&gements
from which the sample was dem%d ur@%r T{@dssur@tlol%that tlgs popt@‘um@s agpg-
normal distribution. \ &

The relevant estimate for @&er ef‘&s @s the@br% e 7 @ @hle of 0 00015

mg/kg bw/day which equ to 0.8% o the EL @ o @Q

For risk assessments in rel%gﬂ to S:%ute e@osu@ (. &@hosa‘c a@ﬂd er 1 a s1ngle day),
& &
exposure estimates should, ds.a deqjgult b@rlv@ as th@jhlghe&o @@ o

(a) the 95™ perce&%)e of th© dlsﬁ@?utl@f né?;&asure@@nts lﬂﬁe S?ag%le @a
(b) a statlstlc§ﬁst1r@§e 0 t@ 95‘h@erc le fog%e t@oretn@l po ion of measurements

from whi sample @s ed @der aswnp‘uon@hat this population has a log-

normal di but@l \ 9 N @@
@) \ @ @ N

‘The @e @@ctlc@ rule é}sw@the 'er vglue &&e sample and the percentile estimate

as é())ng as ‘s Vﬁue 15‘@})e10\%the @ ple giaximumi. Otherwise, the sample maximum is

c‘h@sen IS Q@ N
&he relevan\@gtlnmg%or&cute sure\% tl@r&ore&&e sample maximum of 0.00042 mg/kg

(o4

bw/dayw afﬁ 4% the @XOEI@
rea

Tab. 7.2.1.2-5: Exposu @nt (%@ratmi@ @j@

O o o o i
EXPOQ@ Systemic gosur@ % of AOEL % of AAOEL
°a (mg/kgdw/d) @2 r@g bw/day) | (0.03 mg/kg bw/day)
Longer-term @ =
(75% percentile) @001@ R QO B :
Acute @° Y &
(sample & (" 042§ N I 1.4%
maximum %@
NS BRSES
Lo 1?7 @ Yes
sl ¢ <

* *The;%uow@m {;@wm{\a
ixing/logding: Im rme@coverall, chemical resistant gloves, particle filtering half mask, goggles
anings Impermeable coverall, chemical resistant gloves, particle filtering half mask, goggles
- Othefagtivities: Disposable gloves when getting into contact with contaminated surfaces or treated seeds
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Exposure during seed sowing

Report: kee 7.2.1.202 . . 20+ M-@% 01-1

Title: Determination of operator exposure to thiacloprid during 1@ing and sowing ofs N
Sonido ES 400 treated maize seed % § AN &)
Report No.: MR-14/112 © B \@ é\a
Document No.: M-492986-01-1 S g}a N @
Guideline(s): OECD guidance document for the conduct of studi®s of occupati@al expagure %ﬁ o
pesticides during agricultural a@cation. Scric& Testing an sscss@cnt NOYW. &
1997 . O @
Vo s & O
Guideline deviation(s):  not specified @ Q & @
i Q N \
GLP/GEP: yes . N T N
LA A N S
@ Q@ > S S
@rlalg%d m\e%m% AN ©@ @j @
o O S ISEBN
The study was conducted in the Fre @reg@ns of @itail}?and @me@q dy) dl@lng the
typical season of maize sowing 1nr11/1@y 2044. 11*operatqr: on@ on;&g@d during

loading and sowing of maize see eat@ w1th@on1d@ FS @ (tl&@lop&@ 400§Jﬂ s./Lh.

The daily sowing rate per o@tor r&nge%m 6. g@a ‘1@ 8 h e@%es of d@fere@%nalze varieties
were sown with sowing rates of \ = / &(1 unip= 50000 g@n) A\ @ame%of state-of-the-art
pneumatic precision son%é 1pme1@w1%§ﬂect@r technique was usdd> Theleperators performed
their daily work accog@ng toélr usyal watking ct1c £Q hrs). "IY:\I\igls 1n@1ded all tasks such as
opening the bag 1n1ng@he ted gged, @hn sgthe trea@d N 1ntQ§he hopper, sowing the
treated seed in th&tield %epau @m %QI‘ICUOHS tragy ortgém @d to figlds, etc. A cleaning event
(removing seed@m off tﬁe h per) w%\ als%ﬁqomtoﬁd ev Qot separately reported. The

exposure fro is 2@, is n@uded® theﬁgg%m@ata @@ S @
Operators fandled 9 — 33 Ugg@ @f tr@ed se@(’ls.@@is ca&sponds to 0.359 — 1.484 kg of
N

thiaclo{@ per day. @Q @ O

<>

Exposure measure@ts WQre pe@rmec@la pa§§ ve c« 1metns§> techniques. Outer dosimeters consisted
of cotton/polyes wor%clot]@é (loﬁg slee& ]ack anc@ousers) Cotton underwear (long-sleeved
T-shirt and logg tro us@ as 1@& d ete@ Exposure of the head was measured via
face/neck wipes. HAdd e m> sure\%as fro@, residues in/on protective gloves and in hand
wash wate% Inhalation eu \Qo @% ors@@/as e@érmlned by use of a personal air sampling pump
connec@ to an 10 %mpl@ with ass@r ter located in the breathing zone of the operator.
Sepa{o\’te inhalatio ple%wer llec dungg loading and during sowing. Samples were collected
on templetion of Q&f‘) k taske. P §t131 dermal exposure was calculated as the sum of
residues detecté) “on the ou clo  th derwear the protective gloves, hand washes, and face-
neck Wip%@ﬁm 1%1?: expdsure was calculated as the sum of the residues detected on the

underwear& th@and heg@pd in'fe face/neck wipes.

Field r@verl@@ver set u@h standard in solvent to evaluate the stability of active substance on the

Varlocgs sam@%g r@

Th‘% sa @’ were extracted with a mixture of acetonitrile/water and analysed for residues of
thiacldpsid using LC-MS/MS detection. The analytical method was validated by recovery experiments

prior to the analysis of the test samples. The limit of quantitation (LOQ) was established at 0.01
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pg//sample for the cotton garments (outer and inner dosimeter), 0.001 pg//sample for the face/neck
wipes and the inhalation filters and 1 pg//sample for the hand wash solution and the protective gl@s. o

S 5,7
Results @JQ &@ @Q

The experimental conditions were representative with modern technolggy in maize&ed \ing(@
Workers were adequately equipped with working clothing;and PPE. Thésminimum ({g&thing& nsis@
of a cotton/polyester coverall and sturdy footwear. Profective gloveb@ respiration @ask@i gogdles @

: . : ) . S
were worn during loading. During sowing, pretective glovéd “were oc%s@ona@ o@fﬁ\ fq&@
repair/maintenance work. %@ Q& &© @ @

9’ $ &
Recovery results showed that residues were sta@&uring tz@ort a&@sto%g %@e%%lure
2. NN

between 91% - 99% with relative standard d%{ations@(SD 2&%7- 8.%@.

Potential dermal exposure ranged from 416— 557@g/p$6n a@cma@e a@xp@re T %d Q;.
40.4 — 640 pg/person. Potential inh?%ﬁ@ °posur&\vas 7 - &%2 ngiperson calculated %
average breathing rate of 20.8 L/min. ent{ﬂgnhailg@bn ygkles r&eg@esen@%orﬁwea@g nod

O
The exposure values for individual&\@rke@re t@%atedﬁlm&@ @@ @@
R S ;
O © © @6 S & 9 ©©© N
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G ) @\@@ O
Tab. 7.2.1.2-8: Operator exposure to thiacloprid during loading/sowing < < &% € © Q ©
(@)
Residues (ug/%@&bq @Q@ A O (W& W2
OA OB oC OD OE O{gl oJ OKQ\& OL @}I@ ‘Qﬁ@ . MIN  MAX
Potential dermal @% [ o e2°
- body 1518 1970 858 1042 24@&\9% 1% 9@7 27@& 423&\ 2538@& @@ﬁf %@ 2538
- head 8.35 4.69 8.90 5.95 K %@7 Q 4 ’ﬂ@ﬁ @ @0 2 © ©4.69 41.9
- hands 1414 493 1773 356 Qﬂ 3104@& 53 13%@ 69 @ 164‘@ Zﬁf\\, 1 137 3104
Total potential dermal | 2940 2468 2639 i@@ 2»\\9%77 42 ©®92 @Q 919 ’&\/%94 416 5577
N
e O X
Actual dermal hN @gt\\ @ @9@' ©\ @@ @Q @@? &
- body 75.6 109 %&105 %©126 ol 763 @17 §©51 6 5.7 1, 9@@ 122 197 126
- head 8.35 @@@ 8@0 é 41@‘ 2 7.0 @I@# 35.6 4.69 41.9
- hands 54.4 3\ @ 78. 4© 2@ %21 8 @Q7 5 \ 25 0 10.9 10.9 486
Total actual dermal | 138 S 155"@ 96 & Q 64@@ 1@@ 46. 8\1% 1 77 169 404 640
N\ AT R N
> A ¢ ® N
Potential inhalation* \ @K -« ©
- loading 21.7 @% \%’%’6 @ 5&75 &1 79 ﬁl%.?) 31.1 13.1 44.9 1.79 46.6
- sowing 4.43 % 3 39 & 5 28 @ 19. 6}@ 6. %8@ 1.67 3.32 2.05 6.30 1.58 19.6
Total potential inhalation 2@@ @2 N @@9 ©Q5 2 @@1 @ 3 19.0 34.4 15.2 51.2 3.37 51.2
o @ @Q @\’& r&\

©) >
* Inhalation exposure i alcﬁlted from residues O@lr ﬁltexa%ijusted t(@\gesplratlon r@ of 1.25@% (20.8 L/min). Head exposure is calculated from residues in face/neck wipes. Potential

dermal exposure is thhsum of residues on a%%rmal %@ ers. A err%nal
K@% @’Qﬁ o ?@’\ % &@é
N N
&b Y $© @Q@ @@
\
AR PO o°
v

sure 1@@ sum of residues on inner dosimeters + hand wash + face/neck wipes.
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The following critical values are summarized from these data (from Table 1, whilst converting to

mg/person).
Tab. 7.2.1.2-9: Individual exposures to thiacloprid S @Q\ v
Operator Exposure (mg/person) 6§ & ©®
ID Q> S
Potential Actual Potential inha&%tion O § &
dermal dermal - - N X
%@Loadlng oy Sowing I s @Q @
)
OA 2.940 0.138 00217 Y 00044 @ 3 SRS
@ < ol R 9O &
OB 2.468 0.155 0.023@ 0 00& g <) &@
ocC 2.635 065 0@66 . o 0 0%6 \§ R
e v
oD 1.404 P1r0e’ w 018% r) 005f§ > A
W % | > 5
OE 5.577 % 0,6 0 0f 0 eg% @

S

OH 2.366 @} @197 «‘&,0475@ %owé\g N ©§
R é’ <

"\a N 2,
oJ 0416 oa{@ N 0.0078 E}@C) &2
OK 1133 @ gos1 O ain. O w0175 S
¢ .~ T2 S| T s
oL %@4.192\ § o.yés %o.oi@ & 0003 o
N o X
OM ¢ 0019 B @77 N @0.%0131% @)021%

N
@ | ©
O% @@.89@) Q) 0.16@ 0.0449 0 00@

@ AN \ Q

T SIS
@@ O &\ \ﬁonclg n @ @
The results 1@@71%@ epr@ntan@ p1 of%tﬁe e)@})sure§ farmers to thiacloprid when using

pneumatic %r ing &quipnient W@ tor nol dur1 sowing of SONIDO® FS 400 treated
maize se he expos@e leV@d t rlat on b@vee iy rat&@re relatively low.

Worke% were ade @ely “equipped wi ork@g clothmg d PPE. Comparison of potential and
actual dermal exp§ re demonstiates th&t clot@fg an lox%s provide efficient protection.

9 :
The potential for 1nh@1on X os@dur loa§g 1s@§gher than during sowing. The loading was
conducted Q') res@rator@ ro&éﬁo ter sk) all operators. Actual inhalation exposure is
therefore réduced accord@ly § wil red@n risk assessment.
& 5
\ @
AN % @ @ .
. N\
Risk agsessment v &) .
Riskfsessment > 3" " R &
The experimental “conditions pre@ preyglent exposure situations during seed sowing of maize with
&
state-of-the-, {I%!ogy urdpe. T]@ measured values of the experimental study are taken for the

risk asses nt. % @ §9 Q
Table 2 I%Qalc&latm]@ystemlc exposure
% 4
Q > @@ @ B @ Exposurs (Iflg/kg b.w /day)
@@rator weight Actual Potential inhalation Systemic *
ID (kg) dermal Loading Sowing (incl. RPE)
OA 76 0.0018 0.0003 0.0001 0.00007
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OB 72 0.0021 0.0003 0.0000 0.00007 .
oC 80 0.0012 0.0006 0.0000 0.00008 \@ @@
O
OD 87 0.0020 0.0002 0.0001 ©© 0.00007 &@b @@
OE 83.5 0.0077 0.0002 0.0002 & 0.00025 @
OH 85 0.0023 0.0001 0.0001 ‘%% oode@? g ‘”f@
0J 78 0.0005 0.0000 X o.o (é@ooz§ é\g S
SN b
OK 77 0.0010 0.0%@ ¢:hooo S O @
o @ & &
OL 72 0.0020 04 ~\ 0.00080 @\(@007 9 @
S A I S S A
oM 64 0.0012 %o.oo@? 00000 | £9.0000%
© %y ¢ @ b@ © & S o
ON 76 00022 4 0@006_ @[ Qooq1 T i 000011 L g
: o = L
SN AN AN
@ O DL S75m Rrcentils 200 S
LS S ol U -l
S D
@ % © 78 par@tric &maé Olﬁi\?
Q@ﬂ Xy «§ @y Q& 6 @ c
N S
A A S %@per&gﬁtile - 0.000183
ce e e e
o S o @§ 2950 p§me$§c estimate | ©0.000227
R
§ $ &S \@© S@ple maximud | 0000252

<
#  Individual b&@y wej > [N
*  Systemic poswg cq&f@ated fr@m ac%ot\tal dgr@l exe us§ 0.1%2dermal absorption (exposure to dust;
inhalatiggy exposure during oadin®jis ca]@iated iderirf@ythat erators@ear a mask (mitigation factor of 0.05 for
FFP3¥wpask); inhalati XPO; duri wing 1s cal lated@) pOQl al inhalation exposure (no mask); for all
Op@rs a breathin, e of m3/h 0.8 Ién&in) is &ulat% Q
, oV N D
NS
Summary @@Q AN @ % %@’ S
: : . @ - N . :
For risk assesgments @Qela@ to 1énger t@n ex@%ure@xposures are derived as the higher of:

© B N
(a)%tﬁﬁth perce@@e o@e di @uﬁ%ﬁ@)f n@urements in the sample or

@ a statistiga%stim@ of ¥ 75t§®erce<to?fe for the theoretical population of measurements
rom whlc}@e sa%plf: %@s de@wed, oi@er the assumption that this population has a log-
A

normal distrbutio®:
N i T &
@ A O S : : :
The relevant estl“rgﬁ for, T@ger-t@n exposure is therefore the parametric 75" percentile of
0.00011 b hich tes to 0.5% of the AOEL.
@ ng@ékg@ ay{vglc @meso o of the

For ris @%sess@%nts it relatiph to acute exposures (i.e. those that could occur in a single day),
expog{p est@es @uldé@ a default, be derived as the higher of:

@ R
QQ (g@he 95‘@7&0@@16 of the distribution of measurements in the sample or

C@) a statistical estimate of the 95™ percentile for the theoretical population of measurements
from which the sample was derived, under the assumption that this population has a log-
normal distribution.
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‘The agreed selection rule considers the higher value of the sample and the percentile estimate
as long as this value is below the sample maximum. Otherwise, the sample maximum @Jld o

be chosen.’ Q\ §

ks,
The relevant estimate for acute exposure is therefore the parametrlc ¥ percentile Q@O 0@

mg/kg bw/day which equates to 0.8% of the AAOEL. S @ %
Tab. 7.2.1.2-5: Exposure of seed sowing operators <) g\% °\© c\@ é\g
\W hPPE* & OSSN
E Q&S S
Exposure Systemic exposure % of AOEL &~ % of @OELQ Q @Q}
(mg/kg bw/d) 02 mg/kg bw/day) | £0.03 pdekg bw/day) |©
Longer-term Y A 7 \U 9 @}
(75" percentile) G000 & &’ 0'5(@ %\ @ (@ N §
Acute Q (TN > G
(sample 0.00023 > &2 Q@ & Qo.g%é @}% -
maximum) R Ny < © §
N
@ P s O S S N
L 17 v O
g norma S S & Fy oo @ o
*The following PPE was worn: & N NN 4 S V

Cotton/polyester coverall and s‘@dy fo%twear alwa@wom tectivee ove espl@n
and goggles were worn in a@tlon d% g loa ; dur@ sowjgizeprotettive 1 S W cas&glal y

worn for repalr/mamtenan@work N RS & @ )

@f
@
Va
%
/®
$

CP7.2.2 Byste@nder@n@d@f? de exp@ure §9\ Q éx O
No validated modgls arg) avaa@@e tey, cond%ct exposure @gfculélons @ bystanders and residents

during seed so 0 tlons A >

& éﬁg @a @ %& @
The draft Gu1danc@§or Authori zat10 Qo%’ PL@ Protection @rodq&@ for Seed Treatment® presents
default V&%S for dust deOSl @g whi § us% to e@ate{@’bystandeﬁremdem exposure.

For théFS 400 fo ‘fatw&%pemﬁc du@depc&@on data ar’esgvallable from two experimental dust
drift studies con ed Gurin QOW} o~ of @ﬁ é@ed tréated with the representative FS 400
formulation. Re@@ ts @hes udl%}are *&h’eref%@ usedto determine the bystander and resident
€Xposure. @ @ g

Assessme are prov1de@‘or \sur Qa d@@dnf@@d surface deposits. Exposure via vapour is not
con51de$ ince the tréated is Bveregd 1th,§6fl and thiacloprid is non-volatile (vapour pressure
is 3 x 107'° Pa at @C) % pos%ﬁ Vla@é’&ntry o treated crops is excluded since no dislodgeable

resmk%s are expected on §

@° @ N
Summary & %Q @ Q
The levelQ§

re réultin romﬁe critical GAP is compared with the toxicological reference
values {ot’lon -term AO and acute exposure (AAOEL). A margin of exposure (MoE) to the
critic %ﬂ t 1s cu to demonstrate that an additional MoE of at least 10 to the already

dpoitir ex1§>
A sum@ of the risk assessments provided for residents and bystanders is presented below.

Table 7.2.1-1: Assessment of resident exposure

° Draft, Authorisation of Plant Protection Products for Seed Treatment, SANCO/10553/2012, January 2014.
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Exposure Target Scenario Systemic % of AOEL MoE! A
scenario group exposure” [0.02 mg/kg q
[mg/kg bw/day] bw/day] Q% 10? @
& @
Dust drift 11.86x 107 | 0.006 5> | > 1mio ya
NEPNEZ
Vapour - % on Q -
P A & N A
. . X @ :
Child Surface d t 6.9 x 107 (7.004 ) @
1 urface deposits X Q' @9 m1 ﬁi@ ¢
Entry into treated @ . 4 Q I R | O i @Q}
crops ~ Y o ST & 9 7
4 - O g @
Maize seed All pathways @ 1652 x @? \%00%, 8@ I mia,”| ¥es
drilling with N ] > > %
deflector Dust drift %, 6.020107 O - Yes o
technology @ Q @03 & >®mof<@§? @
v o Ok
T e e S
N io. 9
o Sur&ce depiits 0.1x 10§ N@OO IS0 |3 mig, Yes
@try 1&@%&@%@ @w _@@ 4 bw) @ i
SO e Y g o &
o @ﬁ;ﬂh@% 5@ x 107 Q\o 00)3% % 1 mio Yes

* based on experimental dust drlft s@

I Margin of Exposure

absorption via inhalation
. E): N&EL/@OS @nger@

study (matern

Exposure of

result from afbypat

al toxi

I ent

a

@

201@’[ 38&28 -01- INerm@%bsomtlon of 0.2%, 100%

N@EL }@2 mg/kg@w/day%ased on rabbit developmental

N N
dust&dnftqk s negligibly IQW for ﬁ ro »“\‘(:Z)
h@s is @008 the, OE@and 0

of&%ure Child exposure as a

the AOEL N X
&2 & & & Shosald SO
Table 7.2.1-2: Asse§ entQ )}i@ndeb posure @@S\ AN
N
Exposure @rget% @ Sc%arioo %@1 Sys % of MoE! Add.
scenario @ grm@@ N (&) ©\ § ex re” AAOEL MoE
o> O & OSTAT o Imglkebwiday] | [0.03 gk >10?
S @ § Q @5@ bw/day]
@7 o\@i) Q Dus@drl t@ \%17.76 x 107 0.006 > 1 mio Yes
L
%, S @ N
SR PCT F  EE E
&@ %% @Surf@ depaSits 14.06 x 107 0.004 > 1 mio Yes
: B
Maize seed 5@ N Entry in ated
drilling w1‘£ o 2. H a a Ll
deflector @, Q@@ (@) @ EIOPS
techn01® @@ @ & Dust drift 8.59 x 107 0.003 > 1 mio Yes
&S @ Iy o [
o I -
@ Adult apour - - i
Surface deposits 0.26 x 107 0.0001 > 1 mio Yes
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Entry into treated 1 1 1
crops & D
* based on experimental dust drift study ( and , 2010; M-384428-01-1), dermal absorption of 0.22/%%00% 6@&:

absorption via inhalation route @
! Margin of Exposure (MoE): NOAEL/exposure; acute NOAEL = 0.03 mg/kg bw/day based orotoxicity su@ @@

Exposure of bystanders to dust drift is negligibly low for all routes of ex c@jure. All c]@kl ar@adult
exposure routes result in less than maximum 0.006% of the AAOEL. %§ O o \25@

\ Q,
In a 2" tier, the Margin of Exposure to the study Which%@critical for@% relevant c@sif %n u@r @
Regulation (EC) No 1272/2008 may be calculated. However, it has@eady been &monsty ted@aoveé
that MoEs to the established endpoints are greater thah 1 mio. Thirefore, calcu@ﬁons 1 M&)@to t@%
study which is critical for the relevant classificati o((:.;\:} ¢ consideredto l@%ﬁspe ble. & &

© @

@ L@ N @ D L S
N S SN

Conclusion O %@ é*? @% ©@J g % .

The term ‘negligible exposure’ is not Yg%lly\d fined_ by e UMembgs® States/Co 1s;§ A

proposal is made to demonstrate negligible z%posur@to the_activ, Ssubstance tl@lopﬁgﬁl in th®dplant
. monsi posurgto the dbtivglsubstaace e

protection product Thiacloprid FS uftder r%hsn(@ad prag 1ca]@bnd@15 se involving

professional risk mitigation measuges: %,& ° %G & @@ N ©

. . NI
The results from dust drift studies deménstraté&hat pésident@nd b §eand xpostife is tar beyond the
threshold already considered %feo@ﬁtﬁtion safe fac@@>> Q‘#}Qo the AOEL&and OEL).

The applicant therefore co‘%’sideﬁs% that @xpos of G@gult and cliild resi@nts @nd bystanders to
thiacloprid is negligiblyog@ undéPrealisiit co 1tion§of us&% %, @ Q‘&,
R
% @ o & ¥ .9 s )
VS o & O o O
CP7.2.2.1 %@na@% of bystander and rgsﬁnt e¥posure @
Bystander/res%@%t e@ure@lﬁring&ed trj&megt& > § %

S Y @ X
@
It has to beBaken itito aggount_that maize see@reatm@nt erformed indoors in professional
ts. Inciden@vpres@ce ofipersons unre@,ted tork%i@ nlikely during seed treatment and
As prohibited 8% thoe\%nt’s safet@‘egu,l{@)ns. The e@@sure of any persons whose tasks are
related to@%rk (seed @%étm%@ an()@seed &Wing%perators) have been measured in the
exposuw%)tudie%% (se@lap%%w KCR,7.2.]1). Dustdrift is not expected to be relevant for
bystanglers asic@s living in @ vicigyty of @re seed treatment facility because maize seed
treafinent is ah in&@r aati@ o O
i & &
Bystanc@' sident exposure @Eng séed soin :o\%
D
A po@ntial for by@der a&gd regpdent e@osureﬁlay not be excluded during seed sowing operations
due™Mo drift of abradedggust @m trefted . However, a validated model/guidance to calculate
bystander/resid@nt exposure riﬁéwi@is currently not established. The draft guidance on the
o o 5 o . .
authorlzau(@f S%&trea nt p¥educts, recommends the default environmental concentrations in 2-
and 3-dim§ ionghstructgges. HQWCV@&UH drift studies have been performed with the representative

FS 40 ul@ion and 2 d 3D dust deposition values were measured for the product under
evaluation. e at@? of Dbystander/resident exposure is therefore performed with the

ex&@gﬁnen@data (ee ci@pter 7.2.2.2).
N
&

CP 7.2.2.2 Measurement of bystander and resident exposure

@@/

Measurement of 2-D and 3-D dust deposition
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Two dust drift studies were conducted in order to determine the 2- and 3-dimensional surface dep051ts
of dust during sowing of maize seed treated with Thiacloprid FS 400. The studies are u@ to
determine the bystander/resident exposure during maize sowing.

& N
S < o
Report: kce 7.2.2.2/01; | R »- ,S.;2010; M-@M-m-l O o
Title: Measurement of drift deposition of seéll treatment paiticles in the o@rop N
from Thiacloprid FS 400 treated maize seeds, emi & duri i
pneumatic machine & Q)
Report No.: NNP-DUST-04 @ Q&
Document No.: M-393034-01-1 %
Guideline(s): Special designed study prot&gol, conmder@ rece
Guideline Part VII, 2- 1%1992 9 N
Guideline deviation(s): none @ é\y @%
GLP/GEP: yes % (g&\’ @ Q
LS Sy S
> o> @ S
@ N . O
Material and methods: Q éﬁ A
. . . Q @ &)
Test item: Commercial maize ids (@rlety\Ronaf&lmo Spurch d @1 Mars GmbH,
Grimsehlstr. 31, D-37574 E1nb

(@grma trea witlOthe < &Qed tments formulation
Thiacloprid FS 400 (TOX- N& 93- 00%? nm@nall&% g @CIO%I Um@tog r with Thiram
(TMTD) SC 700 at a rate of"43 m@k/Umt ﬁhg coat% product Impranil BN W 50 at 15 mL/Unit
and Talcum Gloss powde@at 30@/U aif = i() 000 seeds) “fhe treat;ment operation was
performed in the cornmer01 @ged reatm pl@of GmbH (D -

, Germany). totalf@ 12:Units Jyere tréated /ith a céthmerial Safée Twin 50 batch treater.
The analyzed con@ of @mclo on\@ie trea%d @s wa@S1. 44 g as/@mt (TOX-No. TOX09167-

Q N \
00). ke 6\ & & @ §
The aim of th@tud as to@lantl@the @g@[ of@ed ust ggd its deposit in the off-crop area
(g as/ha) using pass Ve collec@@rs d fro @rllled avea during and after sowing of

Thiaclo FS 400 tre d m‘i{@e se w1th a VaCk@m pr@matowmg machine.

The sowing mach sed Was a uum@geu@ahc K&ernel@}l Accord Optima HD with a deflection
system at groun: @&Vel into @ nbrin @ades @Vor@g width of the machine was 4.5 m. The
ed

dressed malze seeds @ s\each €Ontaigiig one single Unit (= 50,000 seeds). The
Heubach duras@n tes dlca the*’«sgtand dised laboratory test conditions a dust abrasion
value of 004 g dust/ 100@)0 S@s 61@ da}@g@fter @ed treatment and 0.07 g dust/100,000 seeds on

the day @r drilling, @9 QQ @ @

Beforg drilling, th@@ppe f th@ow1 mac ©e were filled on the yard in front of the machine-hall
of %ayer CropSciencély Al@\hcatlo Teéhnology Unit, Building 5912, D-40789 Monheim,
approxmlately @5 km away, rn trla@te (access to the trial site was via paved roads and field
paths). For @ dr1&%pe§§%f eﬁ@h hogper of the sowing machine was filled with one complete seed
bag. Partieular ransfé? the entire content of each seed bag into the hopper, including
any du%@om @sport@r)elat@ seed treatment abrasion.

&

g of@ dri ng fot was 1.08 ha (200 m x 54 m). The actual drilling rate was 102.44 g as
th@§kz a An average wind speed of 2.2 m/s and a mean deviation from the wind direction
perper@llar to the edge of the sowing area of 2.6° were the conditions during sowing and the
following waiting period of 30 minutes.
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The sampling systems were installed prior to the drilling procedure at distinct locations along the
downwind long edge of the drilling area (base line). The distance to the first row of maize &&eds o
(zeroline) was 3 m. Petri dishes of two different sampling types were placed in metal placeholders oy
the soil surface and filled with either a glycerol/water mixture (1/1, v/v) or quattZ sand moistéhcd
glycerol/water mixture (1/1, v/v). Gauze netting was installed to a construction fence (2 m igh,é% 5

m wide) and wetted with a glycerol/water mixture (1/1, v/v) to enhance du@%adhesmn @ § @@

Sowing started at the zero-line. After drilling of 12&5 in alte@?ng direct] s thg% w§ @
subsequent waiting period of 30 minutes to allow the settlement of &l dust particles w hadtbeen >
dispersed during drilling. The uniquely labelled Petr@ishes that cdqtained the q@tz saftd wer&xclos

with their lids directly after the waiting period @nd were transrted%;jo t Nabo ry. There, é&le

content was transferred into uniquely labelled Po lyethylen ntaQ : ass%c@ coliess ors

were transferred in uniquely labelled polyeth%ene c&i@ain%% thiﬁ?eld ;Prtmg@j er exhlratlor%f the
iti d of 30 t @)

waiting period of 30 minutes. Q%%a @ Q g °

From all collected dust samples thiaclopfid wa&%xtraee\\l an@naly % FU@QCI' d%alls conce @the
analysis are documented in the GLP s@dy &%ort YQ@Y the, &mple@(exc&;}mn il) w@ ext@cted in
the original containers. Procedural @ftti ﬁ‘%ﬂon a@adegé%e le?@'ﬁs %éﬁpro sed @Mur@ntly with
sample analysis for recoveries. @ > ® @Q N
9 9 @ o ©® o S

@ X @’ @J@ @ & D &
Findings:
The residue findings in th%’etrl @hes ﬁ§w1‘ch g@cerol/wate@er %@%weel@iLOD (<0.0014 g
a.s./ha) and 0.052 g a.s./ha. Th%mean value thQ (20.014.3 a ) and the 90"-%tile
value was 0.022 g a.s fha. @ \ @ K \

X
The thiacloprid re@ﬁes iq the P@gl dl§@s preﬁed@h mg@istened qua sand were between <LOQ
(<0014 g as/hgyand 0110 g, /hg\’rh@lean ‘values &f this @ample@was 0.019 g a.s./ha and the
90™M-%tile w. @034@ s./leg. Rel@%g &0t %@rcen@ of the’ ground deposition to the application
rate in the f%:%res&@s in a\drift I@e of Q.033%_ @

The res findings 1@6 @g ranged ffom 0@% 6s /ha to 0.162 g a.s./ha, with a mean
value of™0.121 g a. and_ 0th %tlle @fue &tq 155 g a. sgha Relating the 90"-%tile value to the
actual application@e results in aerr erft@te of@IS 1%.

The higher of th% d eposition @es Smeas@ in @ri dishes pre-filled with moistened quartz
sand) are pre§gnted {by th @Ye betow. \ \

Table 7@2 1: Summary ofgst osition dquﬁ sowing of maize treated with Sonido FS 400
(col@ctors etri dlshe&§ -L@d with moistened quartz sand)

% % S B
A § @\ Q é}?/[easured (corrected for dose rate)
&@% A SN @@ @ [g a.s./ha]
% @
E O sy o oo B 010
SR . .

| &Y @ %@ 2-D deposits 3-D deposits
Q§ C@@ @ @ (Petri dishes) (gauze nettings)
©® Mean 0.0194 (0.0209) 0.1207 (0.1296)
75" perc. 0.0220 (0.0236) 0.1390 (0.1493)
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Parametric 75" perc. 0.0240 (0.0257) 0.1397 (0.1500) @
95™ pere. 0.0376 (0.0403) 0.1585 (0.&702) @@\ @@’
S AN
Parametric 95 perc. 0.0505 (0.0543) 0.1821 @1955) S @\Q
) . 9 @
Maximum 0.1100 (0.1181) 08670 (0.1740) > | '~ &
\V/ Q@ @(’ﬁ ©\ %@
> o s Qs
Discussion and conclusion: ) R ©° @ S
The results indicate that dust drift (ground dep@

AN
on and aq%l dr@@f@mi@@edk@atim

Sonido FS 400 was low. The maximum valug:Qf the@%m—%t& forégfoun eposition was 0.033% and

the 90™-%tile f 1 drift was 0.151%. @ v .
e otile for aerial drift was 0 o Q};\a @@ S & - ©§ @ @&
% SN > S O
ENNE A SR SR
TSNSy & °
Report: KCP 7.2.2@2 2201 'M-42®8-O@ SRS R
Title: Thiaclopgid S%ij -1 igati the@de ition in @in oﬁhiacloprid FS
400 trgated nraizé se @ds with fiodified eﬂe@ Vacuumpr%@mati%owing
machiaery & 8
Report No.: 51@503086 @@ @ v @ ‘\@ 9
Document No.: M:426528-01-1 9 (§ " SRR RSV
Guideline(s): %Workng ocuggent 1 /\/I/g%v6 1SVith the pa integra}i(@)f the BBA Dirift
& Guid@ine VILg;1.1 @2) o O o &\
Guideline deviation nene ©) & N @
GLP/GEP: SR RN \Q é@ @& @@
@) @\ A N AN & %,
© o & & L s &
& RS .9 & § o
Material and methods %@ Dy © @ >
Test ite oxfhiaclopri(%@@ 40§ @ @@ § &

Analyzed content @a@tiviﬁagre@t: 5(@ g\,@%./ 50000 see@\

S
Active ingredier@hiprg@ @% 0 @ @@ @@
D
Batch: 20104066680:° &9 .0 %

SIS e
The field e%udy was con@wte@ Gan, @uri%tumn 2010. The purpose of the study was to
e a

i jacuum-pneumatic drilling machine (Gaspardo MTE)

establis@e drift pat@% of dust emit

with deflector tech@%\ue d@k'kng s@ing @T hi%{oprid FS 400 treated maize seed.

The\plot size was 200 m% 54 Iﬁﬁ\and as drilfed with maize with downwind collection of emitted dust.
Thirty Petri d{g{es filled glyéerol/whier (1/1, v/v) and 30 Petri dishes with sand wetted with
glycerol/wa@ (1/K.v/v) &re placed afZ3 m distance from the zero line (first driller row + % row)
spacinigether@vith @ee © neﬁng of 5 m length and 2 m height. Petri dishes were placed
horizontally .@" e ground.de gauze netting was attached to mobile building fences. The minimum
distan;é\e’ be@n % antsthe closest row of Petri dishes was 13 m. Both the gauze and the rows of
Pe@ﬁhs]@were onenteﬁ)arallel to the driving directions of sowing.

Soil sles from the upper 10 cm were taken for soil characterization and for residue analysis. Soil
samples from the upper 5 cm were taken for the determination of the water content.
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Petri dishes and gauze netting samples respective samples were analysed for the residues of

thiacloprid. Soil samples were not analysed for residues. @ @©
The study was conducted following the working document 1607/VI/97 rev. 1 vg[h the part 1ratlor@j
of the BBA Drift Guideline Part VII, 2-1.1 (1992). @ & @g
D
indi . @Q & 2
Findings % X

B
Maize, pre-treated with Thiacloprid FS 400 (prov1de§gy Bayer (@ppSmence) @as n 1n§ @

vicinity of _(Baden Wurttembirg) on 11 Oc@@er 2010. %@plo@@ze W@OO ®)
mx 54 m. @
% Q

The dust from the mechanical abrasion of the d@ed seed item whic® emlttg d I@g se@ng
modified (deflected) vacuum-pneumatic drillcjgg maghjne V\é@ col@ed s@i’g @@ dlslés’ ane‘kgauze
netting. The drilling rate was 93340 seeds/h4JA t%@ are@’f 1 Q@.§h V%@j drill h@ drllh% rate of
treated seeds was equivalent to an actual a«p%hcaﬂ@i ra&@f 93. 8@g ai/ha. & S @j @§

Q ©§
The average wind speed during dr1111r@&vvas @87 i@}60 nﬁ@ (1. 6@%/5{9&»6 69@%73) @d the aVerage

deviation to the intended wind dlrec@ wa;i 26 4 @7 §

N) 9
Residues were found in all Petri Q%h lled 1th cero \; ter tur@@lth @Veri[?average of
0.016 £ 0.023 g a.i./ha. The agrage ounﬁ@f tngig%pr@ e thré® ar a5,0.017 % of the
actual field application rat ﬁe 90%‘ pels@ntlle (02021 %a 1 /l@ Wag’@equlvalent t620.022 % of the
actual field application rat% @ @ @ \@

- . < & .

In Petri dishes filled with a cerol/waterf/sand 1@ tur@%nl 10 of the 30 Petri dishes contained
residues above the L@ (0. g ai/ha), Seven@ .§ of 19 residvé valies wete below the LOQ (0.014
g a.i./ha). The av ge amoun thw@g)opnd@wg?l thgge areas w .025 g a.i./ha which is
equivalent to 0 @he agt ctual field ratéN\This ~valu v@ hea@y inflgenced by one extreme value
which was b e thaléo o then\ga%xt lewer V@ Exglﬁdlng this extreme value from

the evalua‘uo GN © ng@an value fro&f@ 02§§a i./H@to Q%(@B g a.i./ha.

The 90“@rcentlle (0. (@ g a@a) V@’ equiva ent@ 0. 01{7@(’/0 of%gle actual field application rate.
@

For Gauze the hl@t amount O?f\;hlac@nd W«as 0 22 g @ha The mean amount over the three
areas was 0.014 -9 03% a.i./ @Thezg@th per@entile @. 01§ a.i./ha) was equivalent to 0.017 % of the

actual field ap&%zmor@ @ @’ ©\% ©@ @j

Q @ @ N
Conclusion @ @ Q 2 @©
The dr1]@ of Thlacjoﬁld F@O tr&ted @126 en a 1.08 ha field resulted in dust containing residues
of t%cloprld Thé@vera&e an}?nt @resn&%@s was 0.017 % of the actual field rate for the
gly&erol/water an% 0 e altial @d rate for the glycerol/water/sand mixture. The 90™
percentile for thgeresidues 1n&gauz @ettm@was equivalent to 0.017 % of the actual field application
rate. Q° § %,

& S @

S N0 S Q

Risk as; meg@? or res%ents@nd bystanders

Resi $nt an@ys‘c er exposure during sowing maize grain treated with Sonido FS 400 is estimated

results of%ﬁe experimentally determined 2- and 3-dimensional dust drift when using
pneu drllhng equipment with deflector technique. The higher values of the first study are taken
for the risk assessment. The dose rate in the first study was 102.44 g a.s./ha. Therefore, the drift values
are adjusted for a maximum of 110 g a.s./ha according to the critical GAP.
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For the calculation of individual route exposures, the higher of the empirical or the parametric

estimates is taken. Where the parametric estimate exceeds the maximum value the latter is ta or ©©
risk assessment. The total resident exposure considering all pathways is based on the mean %ue. Ay
summary is presented in the following table. S &@ S
Table 7.2.2.2-1: Selection of dust drift deposition values © Q @
> O .9 &
Measured dust deposififin @x O @@
(corrected for dose k) ©Q @© § é\g ©&
N Y Q
@ S Q S é}
@ﬁﬁ - & & @© ¢
2D deposits 3D depo @ N Qy 6\ Y §
(surface é @15‘[ day] @&% @%7 @Q o
deposi& %ﬂ\a @© @@J & & é @ @& °
R \ \ ? &% o @ Y\g §
(g a@/hagz\ asthe] o > £ é% S
S O @ &
Mean &%02(@’ 071296 & § @Q S %@9
D ny e i FUURCHNGIIR
h g @
75% percentile Q%%S& @fo.li@ &@Q . @@ &
& o,
Parametric 75" peeg. & 0.(%@9 @ 0.@7500 @ N 9
! i
95™ perceptile Q% #0403 6@00@2 N
e of 0 == 9 & O
. S @
Paramet;@@gg@c. N K0?@3 N £\@.19§9 KX %@
NI @
Maximém O ol g &@mﬁ @

*8%1 e: SR, and@&m O)@ o @@ \6@’%
&@ @ @ Q° @Q N, O
o Q O\ \

S > QO S
The following pe&@;@ays ar% c@erq@or ri@%sses&entb
e dust d@ft (at tirr@}f spv@@é) ©\ § @ﬁQ
Q O SN A o :
. Va%?ur (after the@P @bee}@pph@@ — r@%'elevant as treated seed is buried into soil and
<is non-volatile NN @ o\%
g\} surface de@ts @ O\@ @§ @\Q
e entry into%treate@rop@ not@el%va&@s no DFR expected after sowing

@
As suggestegdsin th%“EF gui&\lﬁce tl% individual route exposure scenarios for residents are
calculated %y t@ara ric JQ“‘ ptile values (both for dust drift and surface deposits) and the
total ex @%IC (@T all ﬁathw@@is calculated using the mean values.

The iggdivid @r?out@%&po& scenarios for the bystanders are calculated with the maximum 3D value
fop st dr@nd ff& paraetric 95™ perc. 2D value for surface deposits.

&

Resident exposure

1. Dust drift (at the time of sowing)
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A

@ 3/day%<g for ap aduﬁh &s@?}lrat

o R
@\ deposng(}m aregy The

Dermal exposure

Dermal exposure of adult and child residents is calculated using the experiment;al@ree@

dimensional (3D) dust deposition values (parametric 75 perc%tile 0.1500 > .s./ha
equivalent to 0.0150 mg a.s./m? for individual route exposure ap@mean 0.1296 g a.
equivalent to 0.0130 mg a.s./m? for all pathways) on child/adult body surfaC@f 4

(child) and 16370 c¢m? (adult) and adjustment for hgh%%othmg (EF@A G ane%@
© @
S

reduction of 18%). e @ g}’ Q\ @Q
Inhalation exposure & @Q v\y@ QQ &

@
Guidance to calculate inhalation ex re from dl@ dr@ dep@xtlon 4s not %’aﬂa{l@

Therefore, an expert judgment is made in the follg%sng @ 6 % @
R

Inhalation exposure is calculated@sed air @Q;?centﬁ@tlon a& bre@mg rat\e
G o @ %
Air concentration: % @’ @ Q
The concentration of @ a.se ® the @r dul%g théxp ﬁme 1ned
assuming that the t@ amo nt sures@n tl%%ﬁgau ettl epo tlon) was

deposited during 1ngle@éss The e%%sm was @asu w1t 2 smglng passes
for duration of 30 1n€@es 0 11110f ms 11@ eao@)@l l%@%ass P min.). The
calculation o@mhai«sglon Xposur@jfmm% ust g Hift s alig the BREAM
approach 1n\%hlchgt wa &se &d thatgghe maﬁorlt spra%drlft ccurred following
the first, g@s of fHe sm&er gw) the{efore he ex&re @ues sused for the resident
assess&ent was based on thesyp5™ entil® alu&from aw\\single§ss (and therefore the
Volu@ of @ir igkealed @lrmg smg@ pas@ T@con@%tratlon is furthermore
ined by, th®yair Volume that d 1ng t exposure time of 2.5 min

<a®ss) {Fe ave;}ge \&%d sp@&d in E@ stu was@ m/sec. Therefore, the total

@ero d ampunt é§01§& g m? @‘h e§nd 0 0130 mg a.s./m?, mean) was

dep®ited “ﬁfom@jl airvolu of }§ 50 3& .2) passing one square meter
@cent 1011@f thi

rld\@fhe air was therefore

Q
\ 0. 0&@45%mg aé%ﬁ (R percw?)a OliQ,mg a.s./330 m®) and
@ 0 0000 mg’s%s /m @ean Ol%mg a.s./330 m?).
a%m@t @ ©\% ©@ @j@
@ Base% o@e \» s@n‘c 1@1rates of 1.07 m*/day/kg for a child and 0.23

> volumes during the exposure period of 2.5 min

are \ Q ©\

@M Q@bw @/k %7 m?/day/kg : 24h : 60 min. x 2.5 min)
dult; “0.0008 m3/k€g 23 m3/day/kg : 24h : 60 min. x 2.5 min).

/

$ ® &s
Sermadnd; G
o Der and @halatign expésure of residents is calculated as follows.

O
@ S
& AN

D
b

Vi

@@v > Adult

Param@\\ﬁth perc.: Parametric > perc.:

SE = (3D x SAcn x (100%-AF)) x DA)/BWch + Cx BRen | SE = (3D x SAa x (100%-AF)) x DA)/BWa+ C x BRa
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= (0.0150 x 0.48 x (100%-18%) x 0.2%)/10 + = (0.0150x 1.637 x (100%-18%) x 0.2%)/60 + _ 5
0.0000454 x 0.0019 0.0000454 x 0.0004 o\@ §
=1.1x10° + 8.6 x 10" mg/kg bw/day =6x 107 +1.8x10° ©© &@Q @
=1.186 x 10°® mg/kg bw/day =6.02 x 107 mg/kg bw/d@}yf Q @Q I
2
Mean: Me%z % %\© o\@ &
SE = (3D x SAcn x (100%-AF) x DAYBWant C x BRch SEC (3D x SAx x @0% AF) x D@%WA \x R;% g
& &t N SES
= (0.0130 x 0.48 x (100%-18%) x 0.2%)/10 + 0.000 039 3.@" = (0. 013 1 637 x (1062 18%)Q 0.%@60 @
x 0.0019 QS@ 00000393 x 0.0004, 9 & S o >
Q)
=0.000 001 020+ 0.000 000 075 mg/kg bwiday ¢ |ey° = 5@10‘%@6 X L&@ng/@v/dak% :§
o
=1.10 x 10" mg/kg bw/day %© J @@82 X@mg/k@@\;/day@ é @% g o
i\ﬁ \o\ \\ & & P ©© X §@
/> 0, @) . & S AN & S
Where: K Q\ é\g @\9 @ @ O
SE = Systemic exposure [)ﬁ\g%g bw@y] S v ®\ § @Q S %@9
3-D = 3-D dust deposition fmg a@mz %) @6 @ &© ©©> ©@ S
SAcHa = Surface area « ld/A@ [m?] v (4 &@ @)Q @ é&
AF = Light clothingadju entfa@%] & B © ©
“Qt{' SN Qy N &
C = Concentrtﬁ@)n of din at@%g/rgé@ N § @ %,
BR = Breathmg rate /kg] 6@& § “ BN §
DA = Der@i absaofgiion ?\q;\ @) é& &\
BWena @ wez&{zt Ch dul&@g/perso% ©© @ @
@ - N
© o & & L s &
S 9 & O |©
2. Va%)ur (af@“’ the PPP h@beer%pph ), > %

The v pressure

spair
expected after sowiig.

S
Su t@e depos1ts @

>

R

A
@@’
\ §
Exposugé4rom surface@@epo 1s ca@ﬂat

depog\glon (2D: 00% g /ha
3 mndistance ﬁomv\\ﬁeld ge 0]

)

%ﬁ s@mg

@md {é@fx [l P@@t

volatile. The treated _maiZe, graig_is al uried in
d maife,grain js alggbirie

Ko
2(*2@ Th@fore thiacloprid is practically non-
Q‘ile 5011$\Exposure via vapour is therefore not
oD
&
v

>

@base{%’n the experimentally determined ground dust drift
620209 g a.s./ha, mean). Deposition is estimated for a
a The evaluation is performed for sowing equipment

classified as pngymatic suctloQ@érll@ equ@ped with deflectors.

@dult\%i c
ag @uth a ob@i to motith routes.

\%erng % o

Exposure
dermal, h

bystandergesidents is calculated as the sum of the exposure via the

<

O

Adult

75th perc.:
SE = (GD x TTR x TTCcn x D x DA)/BWch

Para

Parametric 75" perc.:

SE=(GD x TTR x TTCa x D x DA)/ BWj
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=(0.000 000 26 x 5% x 5200 x 2 x 0.2%)/10 =(0.000 000 26 x 5% x 14500 x 2 x 0.2%)/60
=0.000 000 027 mg/kg bw/day =0.000 000 013 mg/kg bw/day N é o
0
Mean: Mean: @b &@Q S)
SE = (GD x TTR x TTCcn x D x DA)/BWch SE = (GD x TTR x TTC@X D x DA, W%\Q
%
=(0.000 000 21 x 5% x 5200 x 2 x 0.2%)/10 =®).000 000 2&%%& X 1450(")%(% XOQ@%)/
=0.000 000 022 mg/kg bw/day 0.000 000 mg/kg bwé‘é]y § é\g §
SN Y Q
@ S Q Q X
; SR N S L
Where: Q @ @
ereSE — Systemi AN o D 0%@ <
= Systemic exposure [mg/kg bw/dayj% © N R %, S N Ao
GD = Dust ground deposition [mg a.s./om’ ] %@ &9 @@x @@ o3 & % .
TTR = Turf Transferable Residue [' "/@% . @ \@ Q N ) @j @&
TTCcwa = Transfer coefficient of su;f&z\?d@pmkf Chyld (1-3 @r old lt [&1@/]’10“@9 §
. D WS @, S ®)
D = Exposure duration [ho \6.; & Ro Q\ %y é\ﬁ @ Q&
DA = Dermal absorption [% % °\© L \@7 § N @ ©
BWcwa = Body weight — Chi@etduh@kg@ers%] > @Q o ©© @Q \&
@ N v @j@ @ @ & @© (N
+  Hand-to-mouth: «:§ RS S 9 o ©
I e e PN
Gl P TLs o T
Parametric 75" perc.: =, $ %@) O @@v \Q é& “ o\@
X
SE = (GD x TTR x§F x SA x Fregx A)/B%c@@ 2N S @&
Q S
= (0.000 00026 x $% x 50% x 20 x 20 )‘%z\x 10Q%)/10 §@ N
& © . O «° & O .
=0.000 0 540@§g/kg@w/de<% 2 & o P
can: N @ N
/§ ¢’ § & " SIS
SE=(G XTTRX SAx r&pc]?@ BWan, &
= (0.000 000 2P’k 5%x 504 20220 %2 10&@/10@@
=0.000 096420 @@%g ey © O O @
Q 0O O oS S D
AN SRS ,%Q & @
Vg 5 Q@ @ @ N
Where: @ @ . N &> Q
8E = Susfemic @zsug’e @ig/kg day@
%D = ?ust gr@hd de@\vition mg a.s<@2 2l
TTR &@ T u;%ganﬁle Rge [ %)Q
SE @ = Sulivd Extédetion Fattor (%
S4 & @rfaC@Qea o@nds (c%
rg®
re@> S Frequency nd-to-Mouth (events/hour)
Q% @@= Exposure Byration (hours)
Qo4 9 = &t atsdiption %)
B%?Q = Body Weight (kg/person)

Object-to-mouth:
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Child .
— & D
Parametric 75" perc.: N @@
SE = (GD x DFR x IgR x OA)/BWch @b &@Q &)
= (0.000 000 26 x 20% x 25 x 100%)/10 v IS @Q .
=0.000 000 130 mg/kg bw/day 2 &% \© \@ &
@ & S @ @
Mean: X QQ @ § é\g &
©
SE = (GD x DFR x IgR x OA)/BW, %@x Q& &é% . R S &
=(0.000 000 21 x 20% x 25 x 100%)/10 Q} . @@) @Q \© ”\7@ @@}
=0.000 000 110 mg/kg bw/day N @@f @E A @6 NN
O Y T oA -
. ® 9 R s O & @
TQENAN > 0 .9 & $
Where: @ o @ & o %\ Q éﬁ S
SE = Systemic exposure [m@bw/@s} éﬁ Q\ é\a < @ @
GD = Dust ground depositfan [mg A5 em? f ®\ @@ @Q S %@9
DFR = Dislodgeable Folla‘estd@s (% ) <) ©) @ ©©> (OIEERAN
IgR = Ingestion RatMou@%g of Grass/D@m2 ) @ @©> N
S 9
04 = Oral Absorp%n (/@K < & @ & o\@ . &
BW = Body Wei@ (kg/p@on) @Q @ < . § @ y\?@
S S v, § vy
o Total systfi@ expo@re E@h sun@ce d@sﬁs éw o © & &\
N O” %
Child = S S S N jAwe g &7
Parametric 7%&{%&50{\\ %© @ KU@ @;% P@let U th pere.:
SE=0.009 € 600 027 + 0. 0%000 s&@r 0.00%000 50 | - %@)O 0&@‘13 mg/kg bw/day
&
- 0&% 000 697 mgfkg bw/® IS R
Q\ < & 2 WOV [ D
Mean: @; Nigan: @
SE = 0.000 000@22 + 0@0 00@§ +@@’oo (6@ 110 SE 7000 000 010 mg/kg bw/day
~ 0.000 000’552 mike b >
mg/kg @ a \ Q @@ @©

Y % \vf @ RS
~ S @ g &
o, Entry into treat@crop@

: N 4 62 <> o o
Thiacloprid F§ 400 i ®n§$ q%@seed@eatment product in maize. Dislodgeable foliar residues on

maize leav ill et be ilable. A re-&atry scenario therefore does not exist.
g@ foxbe galatle A ey

@ s ¢
Byst@%fer e@ &§ o
IQ@Dust drift (§he time of sowing)

Dermal exposure
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Dermal exposure of adult and child bystander is calculated using the experimental three
dimensional (3D) dust deposition value (maximum value 0.1740 g a.s./ha equiva @©
0.0174 mg a.s./m?) on child/adult body surface of 4800 cm? (child) and 16370 cm@@adult@ﬁ
and adjustment for light clothing (EFSA Guidance, reduction of 1@) & @@
Inhalation exposure %@J Q> @

@)
Guidance to calculate inhalation exposure fgom dust drrg\deposmon isy not ° &%ﬂa@
Therefore, an expert judgment is made in thifollowing. Q@ @)

Inhalation exposure is calculated based @air concentngD()n and bre@r gr

Air concentration: Q @2 Q & @}

The concentration of the a. s%n the @f dur& the@xpera\yr@n @udy’%@ detemnned
assuming that the total amofht n&!éure@ﬁ th auzb@’ettm 3D§deposn%)n) was
deposited during a smgle%gss The depSition Was easur@wnh g p

for duration of 30 minutes of“éﬁr\lllnégogf 1 h& ae& ngl@ass %5 m1
calculation of 1nhal@@n é&posu& (0] ust hg the @{EAM
approach in Wthh,&l@NaS @sew& thatsthe m‘%@rty 5 urre(%followmg
the first pass of tf sprayer ar@ therefpre t xpo@re vatyes u for’ﬁre bystander
assessment 15@& ofithe 95% per@@trle @a ue f@ s (and therefore the
volume of sag haled ng a sm e pasgf’ The@xonc‘t%ltratlor@ is furthermore
determlne%by tr@ me @at has passed duﬂ@ the expog & time of 2.5 min
(single p%ss) e avera e w @ in study as m/ Therefore the total

depo unt &1@&){1mu@1 % 0.674 Ka ) was_deposited from an air
voldine of 330 (I@X 22y pa@g 0B squa@ met& deposition area. The

c@ ntr@%fon 6&1 1acldprid r&the a&as g@efm@% @
@ @0 0(@0527@ a. K@ (r%gumu@valu§0174 mg a.s./330 m?)
Breathing rate <\ @ @’ y\?

~
&@ Basec@%’n th§arly § stander 1n]®%tlowates & 0.19 m*/h/kg for a child and 0.04
m@%g f%ﬁn a(@i the @plra@n VcﬂQmes dﬁng the exposure period of 2.5 min are

o Qcébhﬂd@ 3/@%7 1@13/11/@ 60 min. x 2.5 min)
@@ @@ Adydl? 0 0@7 m3®g (0.63 m*/d4y/kg : 60 min. x 2.5 min).

Q I
SN O
@%Dermal ané@mha@ )(é:éur ?reﬁ\ﬁents from dust drift is calculated as follows.
RN
o S T s $
Child - &@ @ A Adult

N\
Parametric 75{5perc.: %% $y 7, % Parametric "' perc.:

SE =(3D % CH O%@@)xD@BWCﬁ@C x BRen | SE = (3D x SAa x (100%-AF)) x DA)/BWa+ C x BRa

‘(

Q@

71@107+416x107 =7.7x107+0.89 x 107

=1

§@74 x 3 X @% 18@){ 0.2%)/10 + =(0.0174x 1.637 x (100%-18%) x 0.2%)/60 +

0000559 0. (LS 0.0000527 x 0.0017

7.76 x 107 mg/kg bw/day = 8.59 x 107 mg/kg bw/day
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°
Where: O\© é§©
SE = Systemic exposure [mg/kg bw/day] @ @®
3-D = 3-D dust deposition [mg a.s./m’] @Q N ©®
SAcmu = Surface area — Child/Adult [m’] A Q> @ %
AF = Light clothing adjustment factor [%] . o\© . 2 R
C = Concentration of a.s. in air [mg/m’] VC@ @ é\ﬂ @\\ @Q @
BR = Breathing rate [m’/kg] o <®Q %”\9@ N é\ﬁ é
DA = Dermal absorption [%] @ S Q Q @© é&
BWenu = Body weight — Child/Adult [kg/person %&% Q @@f @ & % @&
L@ N @ D L S
& &) N N IS S Y
O LY & & ¥ o o :
2. Vapour (after the PPP has bee%apph@ @ Q S Q @&

The vapour pressure of thiacloprid is IQ N&Pa @OOC %ere&ﬁe, th&@@lop@wis p@ctica]§non-
volatile. The treated maize grain is l@led{&t © @&1 E@@surem Va@nr 1@6&: not c@\pected

after sowing. Q
@ o
o 7 @@”) N @® Q Sy SIS

3. Surface dep051ts§ ~ @ & @ @

& &
Exposure from surface defsits @calc@gé§sed Qn the égundﬁﬁt d@dg&f@aen (2D: 0.0543 g

a.s./ha, parametric 95 perc Val%t to 000 3 mey's. / 2) Def)%smo estimated for a 3 m
distance from ﬁeld ge ofvthe ingarea. @ﬁe eg@lhatlo@ls péform@“ for sowing equipment
classified as pneu 1c sugtlon deilfers é@lppe wit ﬂec s. @

Exposure of a @Chlld %ystas&der/r%ents&gs calc%te the\ﬁm of the exposure via the
dermal, hand£o- mo@ and GBject {’motith rou‘r@g ©© ® @

>
D Pk 2 A © o @
RPN S N
hil o o S, A 8
Child PPN - P kel
Parametric 95% pj:@ S @ @ @ram%t_ric 95% perc.:

%
SE = (GD x T@{ X T@Q;c x D D@%W@ SF'SE 9{GD x TTR x TTCx x D x DA)/ BWx
AN N "\
@= (0.000 000 54x 5% x 14500 x 2 x 0.2%)/60

= (0. 00%000 54 x 5%@@20@2 X %@ O)Q%@

”\a
=0. @ 107 mg/ké@w/da@ @ @ =0.26 x 107 mg/kg bw/day

N
e I 5
SE = Systemic expo@[ g@ bw/d @

GD & = Du groﬁpost@[mg a@cmzj

TTR = Tonf rable Reszdu@]

TT C@% x@S%g’cznsfgrj@meﬁ“ iel@it of surface deposits — Child (1-3 year old)/Adult [cm*/hour]
D @ - Expesure d on [hours]

Q‘l @ al gb%rptwn [%]

Q%W%@ — Body w@z Child/Adult [kg/person]

. @and—to-mouth:

Child
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Parametric 95™ perc.: .
SE = (GD x TTR x SE x SA x Freq x D x OA)/BWcp . @ @b
Q\ g
=(0.000 000 54 x 5% x 50% x 20 x 20 x 2 x 100%)/10 @b &@ @
=10.8 x 107 mg/kg bw/day © IS @\@ .
Where: @ {\9% \© °\@ IS
SE = Systemic exposure [mg/kg bw/day] v @ g}” Q\ @ &@
GD = Dust ground deposition [mg a.s./cm?® & @Q %@ QQ é\g c&©
TTR = Turf Transferable Residue [%] %@ Q& &© @© @
SE = Saliva Extraction Factor (%) Q'?(@' N @@) Q & & @&
SA4 = Surface Area of Hands (cm?) & Q@' %\ Q@ 6\ o\% @
Freq = Frequency of Hand-to-Mouth (ev&s/hou@ é\g 6@& b@ ¢§ o % .
D = Exposure Duration (hours) % @Z}%ﬂ @ Q Q> Q @7 @&
04 = Oral Absorption (%) <\9 \\ \\ @ &% R © % §
BW = Body Weight (kg/person)@ QE&\ @ S %© ‘z’\?\ N é’ Q
&© & \Q N \@ @QQ §9 @ 9
e Object-to-mouth: Q & © S § @ @Q @Q \%
Child N & TN e o
& &
Parametric 95™ perc.: \@) Q @@w §@ N G . %\ @6@ @y\]@
SE=(GDxDFRx IR xOABWee, & @ O « %% S
N AN
= (0000 000 54,820% x%s x%@ S & @© O &
_ 5 NG Q o SN @
= 27x 100 @kgg@day& N S Y @ %@
Where: @ 6§ ‘2”\9© S) N %\’ ©® @§ @
SE = Systemlc exposur@ng/k w/day% @ @ @y\?
GD@ = Dus und smo@ a.s. /cm ] @ K ©\
1% = Di lo lgeab lia, Reszdue N e N
% 1 RN
IgR stlon te fo outhngg of Gr Day @2) @
04 ral rptl %) @, L S
BW = Bo g/pgrs ) ©\ § v
Q S D
9 9
. @al systenic@@xpos@ froni% urﬂ@ deg;(&s S
Child., @ @ @@ @ Adult

Parametric 95" perc.: Parametric 95 perc.:

SE = (0. 56+§§8 +2 7% 1%@ Ny

~ 14, 0@( 107 ke oS day(§’

QO

SE = 0.26 x 10”7 mg/kg bw/day

é@

@@ &
& .
@ Entry into treated crops

Thiacloprid FS 400 is only used as a seed treatment product in maize. Dislodgeable foliar residues on
maize leaves will not be available. A re-entry scenario therefore does not exist.
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&
g
CP7.23 Worker exposure S @® &

: : : : : S
The loading and sowing of treated maize grain may be considered as releV@nt for worgr expasure.
This exposure was measured in an experimental seed sowing study. Outgg%ge of the riskaassesggrent i@

presented in the operator evaluation KCP 7.2.1. ©) & %\ °\ @ @

@
Re-entry into maize fields that are grown from treated seeds will n@esult ine @Sure t@@hm@pnd@
because no dislodgeable foliar residue will be aV@ able after@@wmg of th@treate@ma see@

Therefore, a re-entry scenario does not exist and reasonable to’as e th her 11l be no ungue
iy s el i o g

k f k AN S
I’lS Or WOrKers. % @Q @ @ 6 b\ N

L S
CP 7.2.3.1 Estimation of worker@%posg@ S AN @Q . é §@
Not necessary. @} \ @ & O e &S
A L >
©Q ~ @ N \@' @QQ §” @ %
CP7.2.3.2 Measurement o@wo%er e@osur@ @Q ® ©© @Q \‘”\9
Not necessa @ N @ (§ @ Q& S @© N
% K @ & & o\ @
N © N
o @% LN

Overall conclusmn%)n m@%het@‘y ex@)sur@ ' @
(S & \ Q
BCS has made ciﬁerable pro@ss ust uct@f an@thus o@non é?etary exposure to active

substances in thedseed fdeatment forthulations. F ﬁhla @)rld@% e@mdo FS 400 formulation,
stewardship méﬁ @mh as optiy sat1(@§0f Qﬁnu on, ug§of déflectors in drilling equipment,
certification s@em% or s%@ treatment f%ﬂltle@laveéead}@een ifgplemented.

9 N @’
In the are%%~ Formulat@ns atlr@ o Q@ \@’
& BCS h sc %ed Varlou OMRPO ents Tor re cmg ingredients from today’s seed
% e K
treat fo rﬁul@ il tlng@ eading to lower dust abrasion (measured with
101gs%0f &@ttm eents, polymers, dispersants, oils and

Heubach @5
Q@act@ ow&reat @uist rg@ctlon@’ropemes

By measurn@ ph 0 cwa]@%opel@s such as surface tension of the seed surface,
1mproven@1ts e ac}ﬂéved@ 1ne£%se the seed coverage and the adherence of the

treatme@tb pro%ct on%jae see@%

Nev?\technologms/proce@res @under eve@men‘[ to further minimize the formation of dust.

During seed ‘u@%me%
d@lg ng tlg trea nt

@ §quenﬁal co, g (to first apply formulation with the active ingredient, then shortly
N %ften%ards the film-coating),

@ ased fifm-coating rates, and
Ny 9
Q L drylng and/or air cleaning of seeds after treatment
©® BCS have developed technologies to measure the optimal point in time when to stop the

treatment process, in order to avoid too long treatment times which lead to more dust
originating from the treated seeds.


http://www.jki.bund.de/fileadmin/dam_uploads/_A/pdf/Heubach%20Method%20english.pdf
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During seed sowing:

Machines for corn planting in Europe often use a vacuum-fan in order to plant@éds &
individually. BCS have developed two technologies that reduce thgnwanted du@eleas@’
to the environment with the exhaust air. ©)
& <
e BCS have invented a cyclone that cleans the air from dugst partlcles u@om@mtlon
with burying the separated dust in the ground (so-called SweepAir techl@logy}'@ %
e With the AirWasher technology a Wate%@@omlzer is p@@ed close to“the alr\r%lg?%f @

the vacuum-fan (the so-called deﬂector) o that sm#water dropl@ car@ptu ust é
particles. @ R @ C&

It has been demonstrated that exposure to @ oprid es alehe@@-@y tHQ alr@“y 1 lem@ed
stewardship/mitigation measures both durmg see treaj;meng@ld dising s@d so@‘lg 1s%alrea@®ery

low and considered to be negligible. @ 2 & @
O & D <)
The current projects under development {Tﬁ; fu{@’r c%@ibu‘te@ the%mlmm@ﬁtlon & ex@re @%far
as technically possible. L NN o N
Q@ N 2 S %© oY @Q INERS
@ C& \Q § @ §) @ @
CP 7.3 Dermal adsorp@n S @ @Q N

©

The extent of dermal absorpt@%f tk&%lopru@iorm@ted @%1 00 fo@‘-ulab@n hds.been
investigated in an in vitro compar tive st using human and rat kln\ fad ar@gz vivo rat study. A
summary of the studies is @)Ven icthe fom) ectlon long with %’@onc@;on %@recommenda‘uon
regarding the dermal absmptlo%of thialo pr rm@ated aah F S%O @@
The results from thegp vivo @ sta@ﬁ prox@gied d@‘u orptlog?valué for ﬂmacloprld FS 400 of 1%
for the neat form on 6@0 g[L@ndgﬂ@ far the repgese nte dl@tlor@l 00 g/L.

& \
The human/r@ @we@ vitragtud 1%102&%{1 thatghe me§perce§age of ["*C]-thiacloprid
considered to be ab@rbabl‘émove peri d of &@)urs the fieat fulatlon was 0.1% and 1% for
the huma&%ﬁd rat skin, xgspectiy @ percen age @Y [14C]@h1aclopr1d considered to be
potent@@ absorbabl the @?; do as 0.1 /0 1"/ T the@man and rat skin respectively.

Taking a so- calle@ple%p%k @oach&o estl@te tk&un%n in vivo dermal values we get:
%

Q .S o
Test mategial _O° Rafin volvp @umm@n «@Rat in vitro Ratio/factor Estimated
Q © @ierm&l Q Svitro @mal ¢y  dermal between human
% bso§io A= abs@pn({&~ absorption | man and ratin in vivo
@7 2 Q @ @ N\ vitro dermal
@ S K absorption
Y ) O &
Neabformulation |5 1% R o5 1% 0.1 0.1%
Spray dilution , @" ,@Qﬁ% < Q% 1% 1% 0.1 0.2%
S @ =
g 2
S
Hence @hur@@ in vzv@der@ absorptlon values that can be used for exposure assessments are:
& "N

SRS
@ ‘@for the nea§ormulatlon (400 g/L)
QG 0(" % for the low dose (100 g/L).
&
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D
Report: - 0 2 M-428935-01-1 \@ Q§

Title: Thiacloprid FS 400: [14C]-thiacloprid - In vivo dermal absorpti(@}study in the 1@ rat

Report No.: SA 11108 Q Iy QQ

Document No.: M-428935-01-1 v o

Guidelines: OECD Guideline for the Testing of Chemicals, 427: Skn%Absorptlon @& Viv @ @@
Method for the conduct of skin absor@)n studies an@ssoclated Draft Gmgance @
Documents, (April 2004). @ @ @
OECD Environmental Health and Safety Public s Series on @Stm
Assessment N° 28. Guidance Doc@nent for the Qonduct of Sk@ bso@wn @mles
(March 2004) &
European Commission Gui(@@e Documem\on Det@al Abs%'pt\@ San@lll@ﬂﬂ
rev. 7, 0
(March 2004); not specifid ¢, %Q @ﬁ*’ @% @ %

GLP/GEP: yes o &y T & S %

3 . @ 8 s 9 & g
SRS RN S DO w §
S S sy &L
. SN NN I
Material and Methods: Q > O .
Rat: 9 9 O ©® (OJEERN
at: N @ @

Species, strain:

Source:
Sex:
Body weights:
Age: S > @©

L9 & T e o
Accli@tion & @ est “@mal@ere acclimafized 113 nﬁl({e r to be used for the experiment for
Housi si ior to ﬁ@e“st t@g day%l“he scages were suspended, stainless steel

§3 artd w1rélesh sgere acéﬁmatlzed in the room and in the
& Q:% etg@ e toQ or th&@xperiment 24 hours prior applications.
he ges e e@@r Je tabowls Mk III or Radleys.
@ Q
Q N D
Animal 1d%t1ﬁcat10n @r ta ’%T’Q (@@ @©
L Q¢ & &
Envig\o?nmental Q\ % @ e@pera‘aﬁ@ 22 £2°C
conditions: > § @\ Q 1@ 55+ 15%
° @ Air &ilanges 10-15 per hour

Pho’perlod 12 hour light/dark cycles (7am — 7pm)

&y @

Food: @§ @Q @gert' rodent pelleted and irradiated diet A04C-10 (from ||

§ @@ N , France), ad libitum. Feed

S § § stored in an identified room controlled for temperature and humidity.
iet was used only until the date of expiry.

Filtered and softened tap water from the municipal water supply, ad libitum.

Routine analyses of feed and water indicated that there was no contamination
which could have compromised the study. Certificates of water analysis were
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provided by the "Laboratoire de I’Environnement Nice Cote d’ Azur" (France)
and "Institut Scientifique d’Hygiéne et d’Analyse" (Longjumeau, Francegy

Test Material: N S

Non-radiolabelled: Batch: KATH4852-1-3. © @
Purity = 99.0% w/w. 2 o & 2
Radiolabelled: [thiazolidine-2-'*C]-thiacloprid_(9) N 5> \O\ N @
Batch: KATH 6747. g & & @ P
9 S SERS

Specific activity: 4.12 MBq o
Radiopurity of the formula% >99% Q .
Structural formula: @@)

& @@;p @© @@ I '@ es éé&tlon of radiolabel

. S
Formulation: The‘%? ulatlon§sed§m this experime &f@las dhe thlé%OpI’ld FS 400
f@ﬁgsnulat@n (s 1ﬁcn num er 1020000228 1) 4@ $ed at two nominal

%nce@gatlo(%s 400 2 d 1% thl@pr%i/L R o

Q &

Treatment: @ area § km V@s sh@ed a@omma@ly 24%10urs prior to dosing.
t p1° ddsing the ani @s Wi etized and two plastic
©© @protec ive &f@dles re se&ure 1n smg annoacrylate adhesive to
(2 @J@ e the Site fo‘i&apph ion subsggnce (approximately = 2 x 6

& cm”®). A@rom@)atel 0 plfeZ x uL ach dose formulation was

@ @’ppl aved area(Fhis a@o unt ormulation corresponded to

A @ ap I@lmate y 45@&B /r&d for the hlg @ose formulation and 496 kBq/rat for

Q\ the Tow @@e fm@ulamgl a grdmgﬁﬁe nominal concentrations of
10

%{dlo 1ty smﬁhe %7 ulat When dose application was complete, the
Q 1n®s —oc@ ed g?orated plastic cover (to allow ventilation)

@ lace OVQ stic le with surgical tape (approximately 3 x 4
% @ Tq@ ov d loggof test substance but permitted air circulation
@7 epver @ appligatio 1te "I‘he cover was not in direct contact with the test
@ magert @che skar. Iml@dlately after dose application the rats were housed
%o %, @rldu@’y 1n§étab®m cages.
h @
Treatment Gr@ps WeTH trea@nt groups per dose level.

% ps "to 4 were treated at the rate of 400 g/L and sacrificed at 8, 24, 72
@& éﬁ and lghours%@ost application.
S §9 Gro 5 to 8 were treated at the rate of 100 g/LL and sacrificed at &, 24, 72
<\9 (O @ and, 168 hours post application.

N G
Sa%lplé@ After the 8-hour exposure time, the filter paper cover was removed. The cover
and application site were then swabbed with freshly prepared 2% v/v soap
solution using a gauze pad followed by a gauze pad moistened with water and
a dry gauze pad. The swabs were retained for analysis. Animals that were
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required to provide samples beyond 8 hours were then fitted with a clean
cover to capture any radioactivity lost by desquamation and replaced in ‘@ @
metabolism cage.

%

Urine and faeces were collected separately into rece%ﬁs at 0 to 8, 8&¢o 24@%
at 24-hour intervals up to sacrifice. At the end of eachi collection pe rlo®d
debris was removed from the metabolism cage and %retamed At@ich @
sampling, the cage was carefull shed with d tilled water@t t nat1§

. @ e%? @
each cage was washed with water and appro ’é{{ organic éﬁ’v §5 es%
washings were retained for nfgasurement gfSeadioactivit

& « ‘& N @© g@x

At termination, the rats e exsangu ated \x@@“f)st un@r "Is@’ura ! @}
anaesthesia and a blood sarn was d 1wn by @rdm@unctﬁ%e andK\g
placed into vials co mng@ 1u par;sg

The treated skin was swa@e Q@cnﬁ@ pnor@%ﬁ re va @ skiq *
dm\( % in,

was then shave avmgs ret&med) nece&%ry, T to tape str

remove the str, hlS 2 ced@ involyed t pplh@tlon
adhesive ta ra fo eco bef@the e w arefu
removed nst dlre&tlon oif\halr hshis pr@eess confimued
until a s@ly appearagge of the epi is @s evé@nt i catlng&that the
stratunggornewn had®een oved®
§ ~ }@ S @Q @ (&

Radioassay: The amounts ogé’adlo@tlwty@l the%arl@ sar@%)es V@@re determined by

“iguid %cmtllla?@n c@thC) %o $ §
& N .
Findings: v & @ > 9 > <O

There were no merel@te@ch@l mgn? ob@ed ring the stgdy. After a single topical
application of t}@ acldgrld t 400 \,the @an total rec@¥eri @radioactivity were 101.6%,
99.6%, 101.8 nd 29 4% oy the &24, nd %@8 houtsgrou esp@tively.

> N

After a@agle topical dppli Q@n O@Iﬁ [14(§ th@glopr«l@@dt 190 g/L the mean total recoveries of
radloaeﬁwlty were 102, 0%&%2 5%, 10@‘% al@ 100:6% f&@he 8, 24, 72 and 168 hour groups

respectively. §> N é’ \ @;\, é& @
D9 &) @ SR S
The results ar@)rese in les 1-1¢ 7.6@%. @
Q O O D N D >
¥ 9o KN & o
<) N @% 2 %o
@7 °\@ Q @ \
S QS & ©Q
~ R SUISRC
> @ o o O
° AN
s é@ SR
& < :
%o Q
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Table 7.3-1.: The mean distribution of radioactivity 8, 24, 72 and 168 hours after a single toplcal

application of ['“C]-thiacloprid from a 400 g/L FS 400 formulation S
N Q§
S5
Dose Group % of applied dose (\@ @~ @)
400 g/L Hours post applicationgy S
(n= 4 rats/group) 8 24 [0 L3168 &
Mean | SD | Mean | SD | Mean, | SD | -M&an ,[%SD +f,
SURFACE COMPARFMENT o> NSNS @
Skin swabs (8 hr & terminal) 9934 | 156 951t ] 1.10] .57 ] 1.40@° 948%| 243 ©&
Surface dose (tape strips 1 & 2) 015 006 H20] 0045010 06¥] Q30| .13
Fur ns. | ns. 0.04] 00 ms. | s | 1249 04)
Dressings 007 00742 1.07] 68| @35] 6.15[9 1.65] 0@
Total % non-absorbed 99.56 | 1,56 | 97.04 | 863 [ 100.87D 1280 97.73 | «0%6
SKINGOMPARTMENT .8 @& oo
Stratum corneum * 0.65 | 1048 |y 128 0.6307] 049 |, 0.06 [ 0.4%} o,
Treated skin ® 0.505, 028 033 | 931 20.09 0 035 0.26 \
Surrounding skin © 0. 7@ 07 | @50 &648 D o.g% +Q,50 55
Total % at dose site 070 | A2.324 0% &1 @2,1.18 | 7 0.59
@Ysm@?ﬁc @OMP&TM@T N SR
Urine R0.0E|{ 0.00] @p2] oo [O o.@( o 0] ®J1]| 0.03
Faeces ® 4 . (§n.d. @ n.d.q n®| ad | « nd n.d.
Cage wash N nd. {@n d. n.d. n,d0 001 0.01 [©70.02 0.02
Cardiac blood f& n.d. n. d(7 n‘d n.d. &n.ds “ nde n.d. n.d.
Non-treated skine. 2 0.2% O@ £0.06 | A 0.01 Ko 0.1K) &P 0.10 0.01
Carcass S 036 @11 [590.16 ©” 0.0 028 | &6 020 ] 0.03
Total % directly aBsorbed®” | 20.60 [, 0.158 024 0.6 | £9.43 [ 20.07 0.44 | 0.04
Total Recoered < @01 6Q> 1.01Y 80 | @46 | T01.8] 1.34] 9935| 0.94
? = tape §tr1ps excludin, face dosk strips ™& 2,° ="3Kin at dose site a%r tape- @mg § dur skin immediately outside the dose
application area, SD @ dar%ewatlon Q& detect ess tha&llmlt of q nt1ﬁ§r@n, n.asig not applicable, n.s. = no sample.

the skin b @Vabbmg T?}%S mempro e a p ied dose coftsidered to be non-absorbed was
relativ imilar for ose e high and % m@ﬁaﬂons (from 97.73% to 100.9% for
the high dose formwlon i‘md romﬁ97 3 to 1"@@ 4Wg§0r thegew dose formulation).

BN @ O
Percentage recovéries @sm n tl@urfaé@ dos tape-@ps 1 and 2) were low and stable for the
high dose. Forghe lo e ambant 0®d10@1V1W fiicasured in the surface dose remained stable
over time bufSvas sl@htlghe&\an t@e m@ured@ the groups exposed to the neat product.
Percent@ recoveries ftcasur@d in the res@g ludmg saddle, gauze, cover and tape strips) were
low for all groups. FQr the m@batlo% he relatively high variability in these results can be

duextg technical prtéﬁlen&?rm %apphca(@on o@abbmg process, the highest value of radioactivity
measured in the.deessin rel@ton with lowest amount of radioactivity in swabs at 8 hours

post-dose (se&group%Et 4 &

At both treatrn@ents levels, ﬂsye mi or1ty g%e act Wa@lot %8rbed and was recovered from

For the hj dos@m@ion,@e per(ﬁtages of recovery measured in the stratum corneum did not
seem t aff tlme m 0.65% after 8 hours of application to 0.42% after 168 hours post-
apphgétaon "'\ upsg posed to the low dose formulation, a slight decrease between 8 and 24
ho can bsel%d (f@m 2.03% to 0.61% after 8 and 168 hours post-dose respectively).
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Table 7.3-2: The mean distribution of radioactivity 8, 24, 72 and 168 hours after a single topi gy @
application of ['*C]-thiacloprid from a 100 g/L FS 400 formulation.

> @® (&
Dose Group % of applied dose @y S NN

100 g/L Hours post application L

(n=4 rats/group) 8 24 =5 I 169 o’
Mean | SD MeaM SD Maépn | SD ‘&Mean\? S]%% @
&
SURFACE COMPARTMENT Q @ N ©&

Skin swabs (8 hr & terminal) 96.56 | 3.03| 9972 | 245179930 180| 9942 |~1.63
Surface dose (tape strips 1 & 2) 042 0.12 0.38 0.2 037 9729 [ 034 0.24
Fur 029 ] 0580 ns.| «ws. | @03]0.040 04| 0Qr
Dressings 005] 0017 029] @19 [>054% 0.) .01%97 . 065
Total % non-absorbed 97.31 | 237 | @0.39 %, 2.004 100.24° @ 9815 | 1.45
SKIN CO RTMENTS © o é@oﬁ &

Stratum corneum * 203, 1.0 | 50,99 1.29 5> '1.06 0.6 83
Treated skin ® Loy 069 @21 [« 016 & 0.15] 003 037 09
Surrounding skin © 032 | 928 | 550.24D 0134 ]9 [ 493 [ 5031 [ 0.08
Total % at dose site < H16 |op1.54 1.56, a\\z@” W62 @ 18§7 130 025

QSY%LEMI@COM%ARTI}@NT Q .o ¢ -

Urine 00~ Q‘)oz @ 0.02c) 0.69] O3 [ 027 0.3
Faeces N d. %g\n.d. U ndY n@]  end nd. [©70.15] 0.07
Cage wash %.0.0349 0000 0@r | 001 [ 20.0L[?0.02] 0.16] 0.17
Cardiac blood o 2 | ~ ndp[ p@| «nd. [sand ndY ot 0.02 | 0.03
Non-treated skin b 027 &2 [s@0.12¢)° 0.2 015 | &3 021 [ 0.09
Carcass &7 @ | 2023 L 0064 04%] 0@ | £0.37 ['0.06 030] 0.15
Total % directly@Bsorbed | &> 0.5%} 0.189 635 | ¢9.23 0.60 |7 0.21 1.13 | 0.49
Total Ree@vere@@ St 1029 | w22 |« 102.5 {9D0. 73 10%°] 075 1006 | 1.26

g su@ dose strips 1 &% b = skigat dose stte afte Etape strlp Qg procetiyre, © = skin immediately outside the dose

* = tape strips exc
application are: = sta@ard dev@ion, n. (@ not d&c ed, l%\?han li f quan 1cat10@n .a. = not applicable, n.s. = no sample.
OBAN

Taking in@@‘gccount thestgter- ab1 @he @Ctl (@7 te %@wr&c@[ present in the treated skin
followfy@emoval of res§ dose appeared t@e relafively @able for the high treatment
formulation. This e te dency was obgerved for ski taken@m around the application site (so
called “surrounding Skl&g or Qow dose fo@aulan@l crease of radioactivity in the treated skin
can be observed B2 4 ha@fs fc@%ﬁwed@ a stable tendency until 168 hours post-dose.
The measure ‘"@ 10a®v1ty ifithe s@ound@g sku@ave rise to a similar observation with
percentages of 0.529 % af ad1 \1\/1‘%@} 8 a24 hours post-dose respectively followed by
stable levgiy until 168 ]%)urs p OS@

Thergfore, the tota@radw%chw@ocat@ at thg@ose site appeared to be stable for the high dose
formulation. The Varla of’ ese résults een each group can be linked to the percentages of
radioactivity coggidered as noQ—abs Bed, t & amount of radioactivity considered as directly absorbed
didn’t chang ﬁylth t%@ (s 110% g para raph) For the low dose groups, the percentage of
radloactwl oca %att ose site a red to slightly decrease from 8 hours (4.16%) to 24 hours

0 v 0
(1.56%) @d reed le 6 eafter 1.30% at 168 hours post-dose).

The @Oun @Erad@:twﬁy found in the tissues (carcass, cardiac blood and non-treated skin) and
elimiateddn the e@ret@rme faeces and cage wash) were considered as directly absorbed by the
male rats For the neat product and the low dose formulation, a small portion of radioactivity was
directly=dbsorbed, as 0.36% and 0.23% of the dose applied appeared in the carcass after 8 hours post-
application. After that, taking into account the inter-individual variability, the level of radioactivity
measured in the carcass of male rats exposed to the high and low dose formulations appeared to be
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relatively stable. No radioactivity (or percentage below the detection limit) was detected in the cardiac
blood and in the non-treated skin for the two dose formulations. @o @@
For the two dose formulations, percentages of radioactivity measured in excretagipdicated tha@? v
urine was the route of elimination following dermal application. The total a t of radioacgjvity @®
excreted was very low for the two dose formulations. For the high dose groups, the percentages, 3
radioactivity remained stable until 72 hours post-dose (from 0.01% to 0 at 8 hours 4nd 72@@ursy§@
post-dose, respectively) and thereafter slightly increased C) 13% at 16 ours post- do&@§ F(&?he

dose formulation, a stability of excreted amount of radiodc tivity was rved untilZ4 ho pos &
following by a small increase until 168 hours post- d : 0.03%, 0. %@), 0.08% a 6“ 590@§@8 72g§

R o

ek @ Q @ &
For the high dose formulation, time under the experimental (@iﬁ issof thé@tud@emﬁe ha e@o
impact on the direct dermal absorption of thi@opri achs@ e péint pr ced@mlar result
regarding the percentages of radioactivity asur @ose and & the s %&me@ ¢
For the low dose formulation, the total p%%ntagg of re@goact ity duz%tly a rbed seems 0 be @g&
between 8 hours and 72 hours post-dosgtand s@hﬂy @reas&%her?fter Lo ab@ n refafion t@

small decrease observed in the total a@un&é&i rad@ctlv@dete%g at @'dos te. §
NS
With a sampling time of 168 houf@ﬁal he stu%y san@,mg od c@res%b s to @ hou@%ost dose

application. For the neat formulation the amof@it of radioactyity recovere ours (i.e. before
half way through the study) >75% and@aerefore the stratum@otne lews) does not ne@l to be included
in the absorbed fraction of the dosg 3 s For O@L diltion on%/ ca 3% o, éé@e appjied radioactivity
has been recovered by 7&%urs and thegg ore@ str%um C@eumﬁges nted to pdvincluded in the

absorbed fraction. N IS @) Q @ \ é “ \@
NI S & RN
@ < O
Conclusion: @ @
The dermal absorption V@Je i Nhe th%tlo tid FS 45? ne @’tiosed on the results from the
human skin S% s) ‘\% 61 the rmal sorp\ﬁt&)n fr‘m the §0 g/L\dilution is 2%.

@

and 168 hours post-dose, respectively. %
(g

. @’ N % @ @ ©o b
. N A @ g
IS s & & o S o
9 @ Y (S
Q" O AN SIS
@ O ¢ .0 © .0 @
Q O O O NN
SN I N
S R
@’ 2 @ & N
SN AR
S @ &@\ O
@%
@ \%% § § @Q
%o Q
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D

Report: . 002 M-420411-01-1 \@ Q§
Title: Thiacloprid FS 400: [14C]-thiacloprid - Comparative in vitro de@al absorption@ly

using human and rat skin L & @g
Report No.: SA 11107 v & &
Document No.: M-420411-01-1 Q o @Q &
Guidelines: O.E.C.D. Guideline for the testing of Chemicals > NN é\ﬂ

Skin Absorption In Vitro Method G@Ene 428 (A &ll 2004). g}’ NS @ @

O.E.C.D. Environmental Health and Safety Publ@g)n Series ofiZfestingind é\ﬁ S

Assessment N° 28, Guidance Doc@nent for the €onduct of Sk@Absof@ion Studies,

(March 2004). o & &) @
European Commission Gui e Document.on Det@)@al Abpt'&@&San@ZZZ/ &0
rev. 7, (March 2004).; not specifie?@Q @6@’ Qﬁ;?\ D N
GLP/GEP: yes o & 8w S ™
R € @ @ S % ' °
Y @ @ KR s 9O & g
: RIS IS S
Material and methods @} \\ @ & & \;9\ Q é\g &
N % > N O
Rat skin: &©Q % \Q § \@' @@ § @ 9
Species, strain: Rat, Wistar Rj :%V [ (IQ%S HAY). @Q o @@ @Q \‘”\9
Source: (Exance).®’ @j@ @ @ (& @© N
Sex: Male. RS S @ g @
Number: N O @ g s @ \@9 2

6
Anatomical site: oQ%Drsal © @Q g s %, O @‘v\,
Rat Skin Preparation:,, Each@nimalgyas kitled b)@wic&sm@tion. After saprifice the skin was

é\g clipfied em(@ed forQse iu{{g% stuc@. Théersa&?kin was dermatomed by
e of a @jni-d&matome to @in sd@nples ot ca 460 to 540 um in thickness.
S %o 9 P & "

S (O O N
& S @
Human skin'©©© ©©\80Lbclsjei H’ rance§ v
@> Number and sex: 9 donbss, feale. O @
>
\@ @nato&%al regipn: Abdomeit? @ @
&@ @@Fhw@ss: t(§§6 un@@ § \&
’ N R, S
Test Material: §§3 S N °\© v é <
Non-radiolabelle@: %atc&%&S%@-}. @b
@ ®qu' = 990%. ©\ § o4
Radiolabellé®  ©  [diiazolidine-" thiaglppridy,
< tch:JQAT 47.9 @
@’ \@Spe ¢ actitity: 432 MB@”mg.
Q Ré%dopur@z of t@fom@ﬁon: >99%.
N N - o
Formulation: @° @ile %@nula@)n us&@n this experiment was the thiacloprid FS 400
atiofspecification number 102000022825 01) which was used at two

S0 %gﬂ :

@ N inal é%’ncer@atlons: 400 g a.s./L, 0.05 g a.s./L and 100 g a.s./L.

& éﬁ ©© RN

Test system: §) A fldw-through diffusion cell system (Franz’s cell modified, Gallas, France)

©N @ W@sed to study the absorption of the test substance (exposure area of 1 cm?

@ §~§in). A diffusion cell consisted of a donor chamber and a receptor chamber
etween which the skin was positioned. The receptor fluid was Eagle's

@ medium supplemented with 5% bovine serum albumin and gentamycin (50

mg/L) at a pH of 7.4. The receptor chamber was warmed by a constant

circulation of warm water which maintained the receptor fluid at 32 + 2°C

(close to the normal skin temperature). The receptor fluid was pumped
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through the receptor chamber at a rate of 1.5 mL/h and stirred continuously

whilst in the receptor chamber by means of a magnetic bar. @o S
Skin integrity: Before dose application, the integrity of the skin samplgs was assess b v

measuring the trans-epidermal water loss (TEWL) fr@ the stratum@orne

An evaporimeter probe (Tewameter TM300 syste ourage &

was placed securely on the top of the donor chal&%r and the §n®unt c@watqg@

diffusing through the skin was nfe4sured. Humgn and rat skm@fch  FEWILS

of greater than 15 g/hm? were c%&dered po \,,52 ially dama @ere nQ

used. These samples were re@bced by nevy Skin fragmerﬁ.whm@

tested for integrity before % in the studyQ

& Q&

P @§
Treatment: The dose preparation was applied to i€ sp Nthk@Ss s@sam w1tj§§

pipette at the rate of rox' tel uLdem? )@sed n The dos
actlé@; confent (b @y @dos& °

@

preparations were saye
checks (surroga‘s:g se)&a b@ ore%}lurlng%ld aftépthe dosmg

Sampling: The receptorld sm%mou \she ptor@é ectec@n
glass vial l@d inggfra colﬂﬁ@ctor on c ecto as St@ted after

dose app@atlo Sam es wegs, thexg lect for dur%l n of the
experitaent (2¢, our@’At %urs 1cat1 s swabbed
wit %@shly?rep % \ Tw@en 80 @ B&/{phosphate b er saline)
usmg na sp g@ s, in‘@rder toe and fetain te non-absorbed
e until no &dio Z§1ty was detected with' a Géiger-Miiler monitor. At the
N end y (2 er afip ca‘z&n) the%eate&in and the skin
& adjdeent e tr tme t@i (sg?round@g SWAbS) w&?e swabbed. Each skin
@ s&mple ‘g‘ tap&Sstripp ove e stratum corneum. This involved the
@ph ation of Monaderm a@ s1vé@pe (@3{) , Monaco) for 5 seconds
@© @bef e the a@are ity removed against ﬁ% dlrectlon of hair growth.
O @proce re Was confinuedgnitil a Ghiny @ppearance of the epidermis was
.9 ev1deq§@1hlc dlCé’@i that@ﬁe Stgatum @heum had been removed. The
@\ &épe ps collected @to scififi lat1§ vials for analysis. The skin
AN 2B dlng the @@ 103& site H@Q ing skin) was separated from the
§§3 tréated s@n B ur@undl kln A tape-stripped treated skin were
%etam@ ysm%
X S & &
Radioassay:@ ©) @@fev f§of ra oactl y in the samples were determined by liquid
% nt11 on c1n SO amples were counted for 10 minutes or for 2
@’ @mgn@ o in a@app rlai.{&mtlllatlon cocktail using a liquid scintillation
A counter. @Qenchlﬂg effééts were determined using an external standard and
\y\f X s@e tra) encran@r (tSIE) method. An efficiency correlation curve was
epa for@ao s&@ﬂlatlon cocktail that was regularly checked by the use
< ]-n<gexadecane standards. The scintillation counter was recalibrated
@ \% a d&ﬂlatlo@of greater than 2% was observed when counting quality
& éﬁ @ntrc@s}andaﬁ@s The limit of detection was taken to be twice the background
@ @ Q/alu@ or blank samples in appropriate scintillation cocktails.
Findi % @

%

Thi@% ri @fas degonst; 2%éd to be soluble in the receptor fluid up to a concentration of 0.8 mg/mL.
Déﬁng tl&mdy the maXimum achieved concentration was 1.03 pg/mL. The achieved concentrations
were st 777 times lower than the determined solubility concentration, therefore the solubility in
the receptor fluid was deemed to be sufficient to reduce any risk of back diffusion.



Page 88 of 101
2016-10-20

B
Bayer CropScience
R

Document MCP: Section 7 Toxicological studies
Thiacloprid FS 400 (400 g/L)

Measurements of the homogeneity of the three concentrations of formulation applied indicated that it
was acceptable according to in-house SOPs. ’
p g O & @6

S
5 %@
L&

Q> D
Table 7.3-3: Mean distribution of radioactivity at 24 hours afte&%bse appllga@on o 1“(;5@
thiacloprid in an FS 400 formulation at {he rates of e’ g/L. and IO\Q g/L\ﬁ? hulﬁn @
and rat skin samples.

Good recovery data were obtained, with mean total recoveries of radioactivity @y the range

to 99.98% of the applied dose. These study results are presented in Table IIIQ§6 2-3. &

@ ©
Results expressed in terms of pe%@ntage of ap@ed r&)d;oac‘ug@y g @© &@g}

@ & @

Distribution of radioactivity (mean_% dosa@fStand%trd deGation)y . " S

Dose levels Ne @ﬁon Y 3 Di n: Low dos
M (SYP1 85‘%00 g/,}Sﬁ O (sY 68&100 @§
Human - T 6 Hu &Rat, D
oo 1 S (o) (n~§
SURFACE COMPARTMENE,~ &~ & & ©
Skin swabs (8h) 99775 (43,51) <4 97.28(F1.33) Y 9965 (+298) 9568 (+2.56)
Skin swabs (24h)? Q.04 (£0.02), | 038 (0.1 | op.11 @E0.11) Y 039 (20.35)
Total % in skin swabs 9979 te3.5m7 | 9246 23 IS 97 7@%:2.%? . 96.16 (+2.35)
Surface Dose (tape-strips 1 & 2)0 003 (+086) | "9.32 (20.32) @° 0437 (0.8 O 1.85(£1.37)
Donor chamber ©0.12 (£025) & 0.20£:0.23) | 028 (+633) . 0.10 (+0.13)
Total % non-absorbed? | 99.94(¢3.6 97.98 (£1.22) | 98.43G2.01%.°|  98.11 (+1.85)
<, SKINCOMPARTMENT S
Skin® & o | 0.03=0.02) K0.126€0.01)0]  8.04 (£0:03) 0.08 (+0.07)
Stratum corneé@n © 001 001 T 0.36(+0.72) 89.03 (+£0.04) 1.17 (+0.54)
Total % at dope siten)” | 0.04(£0.03) | . 048 (x0069) & 0.07¢0.07) 1.26 (20.57)
O N S &ECEP%)R CQNPAWM i

Receptor fuid (02#h) . © | O<reqQ @ 0.14020.1 .02 (+0.03) 0.09 (£0.06)
Residua#Receptor Fluid 9 <20Q | 002 (002 |y <LOQ 0.01 (+0.01)

ptor chamberry” s &PLOQ £0.25 (@:28) <LOQ <LOQ
Total % directly abs&rbed ¢ <LQY> ., [90.417£0.40) 7|  0.02 (0.03) 0.09 (+0.07)
Total % potentiallydbsorbahle ° |0.04 (£0.03)= | 089 (+0.64) 0.09 (£0.08) 1.35 (20.51)
Total % Rgﬁ%}verA P 99,98 (£3.66) | 9887 (£109) | 98.50 (x2.01) 99.46 (+1.94)

ot .0 O .0 @

<
2 sum of radlo@mty fo%’?\d 1bs a&\mna and@ urrm@mg swabs.
oce @ and in surrounding skin.

: sum of‘@ctlwty foun%n skin afy tape@%flpp

: tape-strips excluding nimber 1 &%Nhlch are co § red@be non-absorbed dose.

: suntef radioactivity fQyihd 1@%ptor ftrid (0, @tor fluid terminal and receptor chamber.
: sum of radloacthlty in Tota@z) dlre@y absgrbed ai

<LOQ.: below tl&@mlt qmarglon (LD, OOS"/Q

@ cells@ks culation ©@
o & &
Recoveyrof r@aot'vity 1 receptor fluid was not >75% by 12 hours post dose and therefore the
wésincluded in the absorbed fraction.

strat@con@n s
C()%c @

The dﬁl enetration of ['*C]-thiacloprid through human and rat dermatomed skin from the FS 400
formulation was investigated at two concentrations corresponding to the neat product (400 g /L) and
one representative dilution (100 g/L), respectively.

b
c
d

e otal % of dose site.

n: number of for
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Overall, the dermal penetration of ['*C]-thiacloprid from the FS 400 formulation was very low fop@”~ &
both concentrations used. In addition, the absorption was lower in human skin compared to rat skih. §

The mean percentage of thiacloprid that was considered to be absorbable (dirgsily absorbed%@%s t

remaining at dose site) over a period of 24 hours for the neat formulation was0.1% and for,

human and rat skin, respectively, yielding a factor difference of 10 betwe& he two spedies forcthe

neat product. @, @& O \O\ § @
g O 9

S
The mean percentage of thiacloprid that was consideréd to be abso@ e (directl %sor@ ph§0ml&©

remaining at dose site) over a period of 24 hours fothe low dose@ate was 0.1% and 1% for tke @
human and rat skin respectively, yielding a facto@erence OQO bet\én thé®wo sfivcies &gr the @V
dose formulation. . S @y 6\ AN
& ZNERES RSN IS T
Q @ X @% v @
. e WA S & o
CP74 Available t0x1c010g1c§lwdat&}ela@t~§g th @-fo&sﬁllag@ é\g “ §
~ o %, QS Q
Q & v N C)
CONFIDENTIAL information-QQa plf&ided\s paﬁﬂg@ely § cu tJ)@§‘9 § %@)
9 L ©) &© Q L N
¢ . T @S Y g
R & &
N © N @ S 2
5 O N W T Q&
NN E I I S
, .9 9 ¥ .90 )
§F TS e S %0 <
@ S SIS @© @ @
@ @ °\ v \ ° @ & @
F D Na a8 §@ v
& £ .0 O « SIS, S
TN g S N
N & @ ¥ o & T
N T8 Ve &8
@) Q
§ RENIIAN > & >
@ 9O g © o .0 %
QOO O N O D
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Appendix 1: Derivation of hazard specific AOELSs for thiacloprid .

& &

Hazard specific AOELs were derived for those reprotoxicity parameters of thiagloprid, which @‘ thé?’

basis for classification of thiacloprid with Repro. 1B; H360FD by the Risk Asgessment Cong%’t ee. O
@ .

(RAC) of the European Chemicals Agency (ECHA), i.e. & \Q
1. D g ”\y% e © o § %@2
- ystocia, & %\ N Q
2. Reduced pup weights (observed on day 4 and ddy~7, resp.), @ < Q\ @
3. Increased incidences of post-implantation los @Q %@ > é\a Q
4. Increased incidences of stillbirths & canmb%@zed pups (p@mble 51gn f(&l@/eak p%s) @© @Q}

Q N
In the following, the derivation of the hazard sp ic AOELs \dese@i@%d @ 6\ % @@
N9 @ N I S

1. Dystocia: © %@ @§’

&
& o K O
Incidences of dystocia obs@ed u&%ver@\geneﬁa ion dlggjon thl@iop in S
Sprague-Dawley rats of @br% r S@eo, I@ (or%red @mcr@‘%ng e)
(&

Author, Year @ e Dog%[pp% Do@ @ @Q Inci&énces
Reference @ .| @ @j@ ag/l@bw/d @© [% (cases) per
s S preégnant dams]
EE 998, M-0038209)-1 ©° O @0 260 m\\” 9 0(0/25)
B, 1097, M-001305:01-1 7 Ss0er | S8 o K 1331n0)
2

Qp
B oo, V0004001 0 | eae” QBN 10.0 (3/30)

4
B e V403701 800 ) @ s

@ 11.5(3/26)
B (05, 004253611 | o800 [ S 8.3 (1/12)#
(S ¥ q
I 1595 03520001 1690 GQC S 68 4.5(1/22)
H. 598, M-00420101-1= 7 = Qoo V| @ 7apes 3.3 (1/30)
Histori@ontrol data i@i%sco@rague%awl@@rats#@ Yo Q\© Range: 0-11.5(0/30 -
o 0\ o\
S O &0 oo S 306
@@Q % %\ %@’ ©) @ Mean incidence:
EOMN: RS 1.21 (11/906)
i dose i@e det@ﬁin@ring’gﬁsmﬁ%\g N
ok dosentake determingst fo matifig ges nar@ctaﬁon

*¥*: do take determined dusitig pregpating,uot detégmined during gestation

#: There was one additional sase of dystogia, bu Ris was obviously caused by big pups (one pup stuck in

the  birth canal) a ) thezé‘%ore n@onméed tonbe related to thiacloprid treatment.

##: \, Historical cor%fol d@§on dssstocia 11@pra Dawley rats from the breeder Sasco, compiled from 26
one- and t@@x generatio ies (@mprising 40 generations) conducted at BCS Toxicology in Stilwell
U.S. between 1988 arg 7@ @97 Witch to Wistar rats) (for details please refer to h, 2014,
M- 49 9- 01\1,)

Increas&rﬁces f%ys @a were observed in generation studies on thiacloprid at dose levels of

22 mgtkg b 1ghgg Due to the missing dose response, calculation of a benchmark dose was

@smb @[hel@ore hazard specific AOEL of 0.2 mg/kg bw/day was calculated on dystocia
(ﬁhe NOEL for dystocia of 20 mg/kg bw/day and a safety factor of 100.
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2. Reduced pup weights (observed on day 4 and day 7, resp.): @ @@
N >

_, DA, -, B.F.; A two-generation dietary reproduction stu@n rats using@ nigﬁl

YRC 2894 @ SR

BCS report 107628; Doc ID M-001304-01-1; 1997-12-08 X\ ©@ @@\ &

R N X

Rat strain: Sprague-Dawley, Sasco - g}’ Q\\ @Q @

Study conduct: 1995/1996 at i Kansas,@. Q@ é\ﬂ C&(@&

. o . - N ~ @

Treatment via diet, starting 10 weeks before matlrt{g @ Q% - §© . o L@

Dose (during gestation) [ppm] 0 50@?C 30 R 0 \© @Hist@al

[mg/kg bw] 0 3.833.6 | & 235@ 1 %@43/ " control
(FF1) (@ @) o> b@ (PB1) d%aw%

No. of dams P-generation 30 % 30 % @30 0 © @ 9%@

No. of dams FI-generation 30 S 30> > 3 P, O30, §

Pup weights (g), mean F1  at birth 6§@ K& \aw °~.5 O = &1 69-7.0

day 7 O I ESENRS NS T S > O S EVE R T XC
@ v > ®\ E} (-8.4% of covtrol
9 @»@’}) L f>7® § § meéj
Pup weights (g), mean F2atbiflh| 66 |« 6.6 66 @ o 64 o | 65-71
day 7 N eds6 1618 | g 1488 7 @39 153-17.5
9 O & | (5.1% of contrg] (-189% ofiCOhirol
> S G ey | o mawy)

& Historical contr@ata (@D) stud ie\\éjj co e ted jinthe safde lab %nd in @sgjme rat strain from
1993-1997 (i 7 the rat stpain wa i rom@ragu@)awley Wistar) were compiled in
document 975&1—2 ! ZOQQ). R & @@

bw:  body weié@ @\ S N N &\ N N

M: male Q Q @) K@j @;N & § @

F: femal@e) N % A @\ @@ S) .

S > < o
&@ . @© O\§ @7 Q° \@Q o \©
SIS
@ 9O g © o .0 %
Q O .0 SN S D
¥ o K & o
=) N @% W2 %
@’ NS ISEREN
i AN NG ERAN)
& N TIPS S
N (g @\ R Q
@° S @ S
PR ) SR
@ < Q & ©@
@ o
&
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- et al., 1995.; A two-generation reproduction range-finding study with YRC 2894 technical in

rats @o @
BCS report 107043; Doc ID M-000911-01-1; 1995-06-02 o é§

Rat strain: Sprague Dawley, Charles River Crl:CD BR A . @Q
sy condus, 1504 N . 5.
Treatment via diet, starting at minimum 28 days before mating; F1 pupsg@ raised ur@@weﬂ@

partum. S @ é\f
N

Dose (during gestation) [ppm] a 400 &@ 160 Q Hi@rica&b
[mg/kg bw] 0 7.6 311 Q o 1T o Eontrol®

No. of dams P-generation 7 @@7 N | @ L \© &)

Iy @D L 1999°

S
—_
S
S

Pup weights (g), mean at birth

6 o | U @ 865,
day 4 Q@ < 5

@ 1* O 77— B
X \\ > S &%(-1 7.2 of @gntrol @j g
¢ P& O Smeh S

Historical control dataB: @Q S @ @y ©
Historical control data from same@f) and the same stra1 Nof rai@@e glv@ in theyeportan page 89.
The data stem from 7 two- g rat16§1 stuc%@j@ Con@ed b@yeen i 0 an w 992 rther%ata are not

available for this lab a stral & @ é
bw: body weight % AN .9
M: male i S o~ Kog & NI ©

o N 0 ANEUAN
F: female o 9 § & N N SRS
N SRR |
o TS SR R,

_ D.A,; a,t1®d1q§§/ re%ro%uck@ stu@g@in rags usingtechnical grade YRC 2894
to evaluate the 1 § yéQ?’D st001a andvan 1&%1‘68.86@ stgﬁhs @@he P generation of a two-

generation di ductign stu O x >
998-05402 @ @
BCS report 1 oc I&M 0%3820 -01:1; ol\ 05@

Rat str& Sprague D&d’ley,

Study conduct: 19 997@9 | Kansas, U.S.

. . ’\“ o,
Treatment via dlﬁ%@start&g 10 {@ ks L]gfore {?@tmg O (f@
Dose (during@esta @ﬁ ‘.?m], G ool . ® | @300 1000 Historical
[mg bW] & o2 & 20 68 control
No. of da P-generatl n § @:“377 .2 3%@ 30 30 data 1993
- | S - 19974
. < 2K
Pup weights (g), meaq, birthy' 6% 6.6 6.8 6.5 6.4-17.0
S da@}& @1 104 10.2 8.9+ 9.6-10.9
@° (-13.6% of control
& & 8 ik

e
i H1st&§§al rol d@ (HCR) front§tudies conducted in the same lab and in the same rat strain from
19@-199$199@he it ain was switched from Sprague Dawley to Wistar) were compiled in
g @) -50&;54-\%- . 205
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-n A.M.; Oral (diet) developmental neurotoxicity study of YRC 2894 in CRL:CD(SD) IGS

BR VAF/PLUS @ 6
BCS report 110834 Doc ID M-088059-01-1; 2001-09-24
@g

O
Rat strain: Sprague-Dawley, Charles River Laboratories, Crl:CD (SD) IGS B@:Q/AF /PLUS &
Study conduct: 2000 a: [T (<A 5 P
Treatment via diet, no treatment before mating <\9 N \@ éw
. . g) D € @

Dose (during gestation) [ppm] 0 50 300 ®Q 500 @ ﬁls %@cal §

[mg/kg bw] 0 4.4 ot 256 40.8° 9 captrols,
No. of dams P-generation 25 2%5\% 25 R & A & @ﬂat @
Pup weights (g), mean /litter PNDI 6.8 % 76> \@ @ﬁ \U @NO@%

PND5 | 103 |x 104 " W2 b« 10.(@6 :

PND: postnatal day > v @@9 Q @U@ @ @% &’

Reduced pup weight (observed on da
rats: in the two-generation study by @01 the @)se
range finder for the two-generatio 11- Q\i}l) eci al%ne-

generatioWl%% M-003820-Q-1) a de ‘&@tal n@rotom@y (DNT)
study by (2001, B1-088659- 01@) A@nch&@r calc t10 hs nigt considered
adequate in this case, since in _the individ tudies only the hi I@Elose howed a stat1@cally
significant effect. Drawing togethepthe $ d@g fromthe dlfferel@ldle or a BWenchmark dose
calculation did not seenio be equate@lther because pup i d on different days
(on day 7 in the two- _ o -00 1{@—01 1), on day 4 in
the dose range find; ctal., 95 -000911-01-1) and in the
special one-gener @ ¢ ? 20 -1), Qnd on@ay 5 in the DNT study (I
("J , ]\%(QSSOS%OI b Furt%:more&ﬁeatm%t durion different in the four
studies, start1@> 10 fQmatifig in the wo@ler §on styd & . 1997. -

001304- 01@5) and 12@%6 special éne- ge%ratl tudy 4 998, M-003820-01-1), as well as 4
weeks ;@matmg in th@ose@[ f@er for the twe- gelﬁk@mlon\gtudy ( et al.,1995, M-
00091 &1 -1), whilg ffere @no treatme@&bef({@natlfi% in the DNT study (| , 2001, M-
088059-01-1). Tre; ent §uratlo®mlg tRave s inflyidnce offthe magnitude of effect in th1s case,
since no effect Kol the@ T study o 40.8 mg/kg bw/day, while both
generations of the tw t@% ed uctx§ of pup weight of approximately -14% on
day 7 at 43 nfgrkg b da fﬁ:on re C@ducted in three different laboratories with
Sprague-Dawley rats fro hri§1ffer breg 1s (defails can be found above in the study specific
informa@\ . Therefo¥g, the erall %O of 20°mg/kg bw/day for reduced pup weight on day
4 and 7 (NOAELSs: -generation study €day 7)23/22 mg/kg bw/day, special one-generation study
(dag@}’ 20 mg/kg bw/dayXand fet cto@ 100 were selected as a basis for the respective
hazard specnﬁc AOEL 61 0.2 ﬁig/k@)w/d&@n reduced pup weight (on day 4 and 7,

respectlvely) & % gy

3. Incr. d1 &ence@of p@ 1mplantat10n loss:

ed»gl our, 1’161’%011 St S in

Y\a
(@g@ﬂ Y@C 2 - Developmental toxicity in rats after oral administration, BCS report
26132, '@ ID M-000832-01-1, 1997-03-25

Gih: Wistar rat (Hsd Cpb:WU)

Treatment: daily with gavage from gestation day (GD) 6 to GD19
Study conduct: 1995/1996 o [N -y
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Dose [mg/kg bw] 0 2 10 50 Historical

No. of dams on study 35 35 35 35 co | &

No. of dams with implantations 28 31 32 30 2519924

No. of dams with viable fetuses 28 31 32 &\@9 9@

Post-implantation loss (%) @ q

mean per dam with implantations 0.9 0.9 0.5 % 2.8%* Qo5 @@ 6 G
mean per dam with viable fetuses 0.9 0.9 7y 0.5 g 25 s | 0L 4 Xy @

i Historical control data (HCD) from studies conducted i? he same labafd in the sameSit st fro &
1992-1994 were taken from report M-000832-01-1 i¢self (Il 1999 HCD from @er ker}&©
from report M-071988-01-1 (| | 2001) @ S @ @

= Q o & o
@ o \@ 6\ &@ Q@
- B. (1996), YRC 2894 - Developmental tox 1 %blt after ofal admipistration, BCY
 onifty ingabbitd s

report 24709, Doc ID M-000780-01-1, 1996- @ Q
Rabbit strain: Himalayan rabbit (CHBB ) A\ ©@

@’
Treatment: daily with gavage from ges § (G \6 to Q@ZS & W;\ é& S ©§
Study conduct: 1995 at @ma@g @ @9 @? .

Dose [mg/kg bw] g v % 2 § 3® ©@45 @Q -{ ‘Historical
No. of dams on study @ Q% & 24| @4 @ S 249 « control
No. of dams with implantatiois™ |22 21@1 S 4@ & 2 Q" | data 1992-
No. of dams with viable fetuses ~ * 2@ @§0 07 28 N .99 & 1998*
Post-implantation loss (%)™, 7 % § @x Q $ N

mean per dam s&th @ 909 © 1 0.3% 189 0.1-1.3
implantations 7\9 0.9, §8 > 0.9 é 108 0.1-1.3

mean per d@wlt Vrable Q & 3 @

fetuses v @ g@ @% <K\@

o Histori¢al con dat tifdlies cm}ucte e lab and in the same rabbit strain from
1992-1996 weye tak%ag, fro report M 0576@01- IQ&@, HCD from 1997-1998 were taken
froffPreport M-026265-0 k] % >

& female rabb @ whighvabortédhor showed to h reso?@ion e 45 mg/kg level, showed more severe

creases in 1nt an the remdining do twov\f thesg females with total resorptions had shown
a very seve§a dy v%@rght ]Qy?é ofOZQ / g&helr body weight on day 6 post coitum during

treatment@@ % @ @7‘&9 w\? o ©©

Increased 1@nce@9 PO plag atm&@ss e@ 0 se@ed in the developmental toxicity studies on
thlaclopr%m rat and rabhipat t@hlgh dase o @2) or g/kg bw/day, respectively. Calculation of a

benchm 0se was ngt poss the§' cct was exclusively observed at the high dose.
Therefore, the NO of 1 kg bw. is paramenter in rat and rabbit and a safety
factox of 100 weretak: derig a l@rd@eaﬁc AOEL of 0.1 mg/kg bw/day on post-
implantation loss. @ @\

@° § 2 <

S

4. Increase@n
&
‘ “B F.; A two-generation dietary reproduction study in rats using technical

894. @ gy
Bés rep@@l07628 Do M-001304-01-1; 1997-12-08

&S R
c1e®ces stil@@rths@@annibalized pups (possible sign for weak pups):
<

Rat strain: Sprague-Dawley, Sasco
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Study conduct: 1995/1996 at _, Kansas, U.S.

Treatment via diet, starting 10 weeks before mating @ ’ ©©
Dose (during gestation) S I@ori al’
[ppm] 0 50 300 = 600 |4con
[mg/kg bw] 0 | 3.8/3.6 (P/F1) 23/22 43/43 daﬁl ?AZ
. 30 (P/F1) &% (P/F1) —A99T T
No. of dams P-generation 30 30 © 30 @x 3 \\ @Q @
No. of dams FI-generation 30 X 30 $ 9 X &
Total no. of F1 pups born 314 3602 290 g2 R éﬁ@_ 43%}
stillborn | 2 18 A3z ¢ S 168 - 16,
cannibalized | 0 @ P R i SR
missing 5 & 9@@° N7 g@ @}7 ISR L
cannibalized & missing 5 © 1 <N o6 O 174, ﬁ\% < °
Total no. of F2 pups born 306 = 0\03(%\:7 \U @ h 3 ]% @§ 3 15\) &%96 &p)
stillborn 9 @} O Mos SN 8 §9
cannibalized K\ (S - %Q N (PN S)
S Q)
missing &Q % "\% %o \@7 5§ N @ %
cannibalized & missing [Q 3 & G 2D @g (§) @@ (% N
Fetal incidence of stillbirths (%)§9 4%& kY 4.4& &@ Qs V| b 0-3.9
«F2 |, 2 40 D259 | 580 0-29
Incidence of stillbirths (dam@nth @) @d @ v L & © L9
stillborns (> 2 stillborns) / total n % @9 ISR $§ @y\’
of pregnant dams) 200)/ | © 7 (329 o\@ 2) /@@ \@(1) /27
& Thmg & ] 608
N F2 %(1@@ TG0 Y 8@/26 @ | 8(2)/28
S (\© 25 NN @ QO
@) & & ¢ & §
Fetal 1nc1denc®Q> canr@ahze(@nd @) CEEN @ S
missing pup@)(% v F1 @ I.S% ‘\%.78@@ 2@@ 6.03
& ° O 056 QZ@ \@20 4.47
i nducte ”e

1993-1997 997 e ratsirain
documenty1-50 ‘~~x -01

1es tanducted in th&%ame lab and in the same rat strain from
S swi d fr% Sp%ue Dawley to Wistar) were compiled in

QOIS)Q

\?hstorlcayol daf&(ﬁzc&iﬁfrom

bw:  body wgjght © @Q @ @
M: maléd O © \\ @\ >
F: female & NS ,%Y—,Q & @
! 18 two- gene@@tlon @y as Well as gvthe whole set of generation studies on thiacloprid the
incidences o lblrt owso consistent dé3e correlation. Furthermore, there was no increase in the
% no. of damsg;nth hgn stil ,‘Q» pl@Clearly increased incidences were only observed at high,
N R
maternally toxic d@es. ¢

k.
kk.

statisticglly significantly\diff fro@ontrols , p<0.05
statigﬁ?lly sig\%f'flca different from controls, p<0.01

s AN
-g@ll

)
rats

two g@@ration reproduction range-finding study with YRC 2894 technical in
BN
B@Gpo704@bo@) M-000911-01-1; 1995-06-02

Q

@
Rat str : Sprague Dawley, Charles River Crl:CD BR
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Study conduct: 1994 ¢ | 1. U s.

Treatment via diet, starting at minimum 28 days before mating; F1 pups were raised until week S@S‘t @©

It
partum. . @ @
Dose (during gestation) [ppm] | 0 100 400 0 ﬁgstor{@
[mg/kg bw] 0 7.6 31.1 7.1 q ol
No. of dams P-generation 7 7 7 %% 7 . O doat@ 990-"-
%@ & | 199280 |
N\
Total no. of F1 pups stillggz 127 713 4 811 IS 937 K @%’70 3
Q & o J0-©° &
found dead (PND 0-4) | 3 2 0 Q PO s &@
No indication for missing & N @ N \© 9 @@
cannibalized pups G @° @6@3 © f\b MRS
Fetal incidence of stillbirths (%) 56 (9149 a2 Q@ T & 06
e @ @ncur t
g\% SNy D > - ontr@l: 5.6
Incidence of stillbirths — dams with 2@4) ERIOYSERYCY 6 © o (@ &) No@ata
stillborns (> 2 stillborns) / total no. Q S SHEAN Qr N S &
of pregnant dams 4 Xy S o § @ @) N
Fetal incidence of cannibalized an@ @ @@ (Qj (S} S - @K@ @w
missing pups (%) g |00 ] 00®] B0 R, ® &

Historical control dataB: Hlstorlcal col ﬁ sam@ab and&fhe @@ s%@f rat@re given in the

o on p tem &om Q-generation ies cenducted between
92 %urther a ar%@z)t av ble &r this labvand ratstrain.

bw: d N

1\/?: égloalz @ @ @ @© Q §\

F: fi @
\a \ N °\© & &

@ @ Ry
(02
_ ]@X @ne e@eraho@dletfﬁw redp@uctstud@§rat@vlsmg technical grade YRC
2894 to evédmate the repgo 0duc1 ﬁ’éf?y of. sttoc@ and @’mcr@se 1n®’llb1rths in the P generation of a

two- gé&%’non dletarﬁ/%@pro 1on dy 1n rats @@ AN &
B X
BCS r 107641 cl 0%820 IISH 19% 05@1 S

/

Rat strain: Sprag@ -Dawde

Study conductg] 996/¢9% , Kansas, U.S.
Treatment v@dlet s@lrtl
—5
Dose ( ng gestatm?@ [p@] @ @b BQ% 300 1000 Historical
mg/kg bwic™ N 05 . \@ 20 68 control
No. @S’dams P-gen@atto@ c\@P &g O30 30 30 data 1993
O © - 19974
@
Total no. of F ps % 337 R 292 2901 198 86 - 383
lborn @@ 5 15 15 0-13
nd d@ 3 9 14 0-9
Q@ Q@ canm ed 1 2 3 0
{*ﬁ @ % sgissing 3 0 1 15
N e anmb@zed@mssmg 4 2 4 15
Fetal iqp@nce of stillbirths (%) 3.9 1.7 5.2 7.6 0-39
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Incidence of stillbirths 6(2)/ 3()/ 7(1)/25 7(2)/20 .
dams with stillborns (> 2 stillborns) 27 25 @ &
/ total no. of pregnant dams . 4
Fetal incidence of cannibalized and @ @@) @
missing pups (%) Fl 1.19 0.68 1.37 738 LR
A:  Historical control data (HCD) from studies conducted in the same lab and in%e same rat s froﬁ\@%—@
1997 (in 1997 the rat strain was switched from Sprague D@v@vley to Wistar)%were compiled<g do rrfl@nt &
M-509754-01-2 (. 2015). « & S @ &@
bw: body weight « S S
M: male @ Q @© @@}
F: female @ & &
Q) A \© 9 @
. D LN
S @2 S
-n, A.M.; Oral (diet) developmenta@neur@oxic stu 894%n C EQ& :CDSH) I({So
BR VAF/PLUS RIS @
BCS report 110834 Doc ID M-088059-1;°21§01-0 S éﬁ % §
@ S
Q& s ©
Rat strain: Sprague-Dawle i ERLUS ©
Y
Study conduct: 2000 at @@ N
Treatment via diet, no treat foréunati
reatment via diet, no trea m@e 0 atin S ((g\%
Dose (during gestation) [ppm]\ O @§ 0 © &00 | Historical
[mg/kg bw] \@9 ]© @Q @ 0< @4.4 40.8 control
No. of dams P—genemgon @\% & ol %gﬁ Q » 25 data
Totalno.ofpups v U & tm | {351 & 338 | Nodata
stillborn @ g O X 50 @ 1
f @1}) Smed nnibalid? &
ound de r% med&a nibalized N 4 NEERZ, 4
eD15) O O o & @] S
Fetal incidence of stiliBirths {%) 145 6 0.3 No data
9 < 1@ o Q@ &
Fetal ingignce of pups d dead or presumed
cannibélged (%) &r o\§ Sf o\q@.mm 7143 1.18
) : N4 T o
bw: body weight S @& QO
9 & @ > IS @©
o NP & & @
Q0O S & b
AN SRS %Q & @
& @ @ y X
@7 o Q @ N
S A\ N @} 9
> SRS
S ¥ & Q
@° S @ S
s A &SR
&3 2
% Q
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-—-, C.; Thiacloprid - A special one-generation dietary reproduction study in Sprague-

Dawley rats >

BCS report SA 10007; Doc ID M-403763-01-1; 2011-03-04 N §
S @® @

Rat strain: Sprague-Dawley, Sasco S < <

Study conduct: 2010-2011 at , Frafice NS

Treatment via diet, starting 10 weeks before mating, Ry N e 9 éw

A

Study with video-recording of parturition (main group tellite grous1)) and blogdsampling o1y @

GD20 (satellite group (1)) and at termination on the day after parturi (main grodp & s lite@toup é
< X Q &

(1), S S &

@ s
as well as blood sampling on GD 21 (satellite grg@@) and on (1%22 (g@telli@gmu&@)) O&
0 2 = )

Dose (during gestation)
[mg/kg bw]
No. of dams P-generation

(main group & satellite group (
animals undergoing blood sampling

on GD20 & at termination
parturition))

[ppm]

after

o %ﬁistﬁcal

sl
s

S)

%
Ry

No data

Fetal incidence of stillbirths (%) - @1
NG 9

Incidence of stillbirths - F1 %o No data

(dams with stillborns (> 2 stilhorns)®
total no. of pregnant damsj~,

&

&

bw: body weight
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_, D.A; A reproduction study in rats to determine if administration of technical YRC 2894

from gestation days 18 to 21 will cause dystocia (Study number II) @ >
BCS report 107640 Doc ID M-002127-01-1; 1998-05-04 Q\ @§
o @
Rat strain: CD Sprague-Dawley, Sasco @JQ S . @Q
Study conduct: 1997 o A Kansas, US. & ¢
Treatment via oral gavage on GD18 to GD21 {\y N o\@ éw
D

Dose # [mg/kg bw] 0 17.5 35 @Q 60 @Q ﬁllst scal §
No. of dams # 27 9 @} 29 Q& 256% Q c@ rol Q‘g

o & 19

Q.; L J&@ & &> 199 ﬁ
Total no. of pups born| 255 |% 109 &f ¥21 N 71280 ] 1055383
silbom | 2 O 59| &8 o0 | 20 @ o oAz
Mean no. of viable pups / dam at 12.&% {@ O gQ % ©Q7.4 & @Qf @
birth RN A RIS &
Fetal incidence of stillbirths (%) U@\’s 4@ D127 Z?\J & 2% o]0
Incidence of stillbirths (dams with v NS R R
stillborns (> 2 stillborns) / total no. Q'3 (%/ @)(1) / % 11@/ 22 © &3)/ & -
of pregnant dams) @ @ <§ @ §> S
& Historical control data (HED) rom stu S cog cted ﬁle sa@e lab afd in t@ same r@ strain from
1994-1997 (in 1997 thg rat st itche@irom §§F

ague Dawle@o W@@r) wef@compiled in
document M-509754<01-2 , 20k Q°
#: Because of tox1c1:t\yg and ob@VGd atdhe 35 60 he/kg @se the dose W§owered during the
study to 17.5 mglkg/dayDAni fro all d rou Nh1ch@d n ach@ estation day 18, and thus
had not prev1§; re&elved 1ac10 dos@ W1th 1735 m@/kg/day of thiacloprid.

@ @

@, %
- ﬁ U. ’”\YRC%S% S%ec1a£@udy@ sub@lte &gf toxicity in rats (Toxicokinetics

in pregnant and non-pregnant rats

aé@
BCS rg@t 1076400D§ID 038 01@1 199@

Rat strain:

Study conduct; 1
Treatment vet ng éﬁin&m gestdtion iq reg&ant dams and during a comparable time period
n non-preé{lant female r@

, Germany

%
& o

Dose @%m] \@ ) @ 1000 Historical

S NS
No. of pregnant da& 73 @ @ 5 8 control
No.sf non- pregnant fen& ra@\ N o 3 12 data

&
Total no. of pu& % Boiq® Q 54 72 No data
tillbor | @ 6 15

Mean no. Vmbl@ups /@n at @fh > 9.6 7.1 No data
Fetal @denc@f stll@}xhs @ 11.1 20.8 No data
Inc%ence@ﬁjjstlllblrths (dams with
st111bor@> 2 stillborns) / total no. of 3(1)/5 72)/8 No data
pregnant dams)
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& $ 7
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Stillborn pups: .
Increased incidences of stillbirth were observed in some of the generation studies conducted on @ @©
thiacloprid. The data are not consistent between studies, doses and generations. Also the concurgent @y
controls differed widely between 0.6% in the 1% generation of the two-generatigiystudy (| @

, 1997, M-001304-01-1) and 5.6% in the dose range finder for thegwo- generatlol‘%study@
( et al ,1995, M-000911-01-1); in one study with only 5 control ann&ls even 11. ltlll@ls
were observed (- & . 1998, M-003821-01-1).

Slightli increased incidences were seen in the high dosef 43 mg/k@day of the 1@4\6 -g atlon@Q @

study (| & - 1997, M-001304-01- anh 5.7 or respect% @nm ces @
0f 4.0 to 4.5% in the low and mid dose of the 1* ge%fatlon and ipsthe low dos @the 2" tlon@

were only marginally above the historical contro @,,., e (up to 3.9% Jg@élea@ doséelat% and i
case of the mid dose not consistent between genera hey-are stiljconsidered ta be in‘the
range of the NOAEL. Increased incidences wese als por;gﬁ in t](*smc onew@nerati%m stuc%f” (-
. 1998, M-003820-01-1) with 5.2 and 6%%@ 20 afid 68 pikg @s day, T the 4-geneation , -
study with video recording of parturtltlo%ﬁd bl san@ aro nd arturj

2011, M-403763-01-1) at 54 mg/kg bwémy aon%km th, gen& 10 dgsing atd
gestation days 18-21 ( 0@127 al-1) 12;@ 6‘7 Q@@M 6®@mg/kg
bw/day. The only marginally incr nce 0 4 6%, ariseyto u in higforical
controls at 17.5 mg/kg bw/day wagxstill %)onmd to @ ﬁhe ort 1y

ang
parameter. The apparent increagg of st& orn s af@r 10@;} 1aclo®1d1 @e srk\%y M
& -(1998 M- 003821@ 1) With 2 % Vs 1%%n co Was no re incrgpse, but caused
by the low no. of animals (st1 borfis in 7/ 3/5@ams 1$Cont ) @2 %

No increase in Stlllbll‘th&%/@?)i)s n e@ in tﬁ@ dos nge{lnder the Wo-gﬁei@ratgtudy (- et
al.,1995, M-000911-0]-1) up4e he lagh dog® of lgﬁ‘ng/k@ w/day and in the RNT study up to 40.8

2001M-088959-015D). = SN
'scué%d befbre 1n£1§ chapter ongg ucéﬁ eights@ga benchmark dose

hap
S her,

onsidered t& ¢ gppropriage’for @s par&ﬁete
of &7.5 m@ikg ay m the 1-g ©$ tign study with gavage dosing at

mg/kg bw/day

Due to the reason
approach was n@

Therefore, t

gestation S 18-@ 199 M-0 ) was taken as a basis for the derivation of
the hazaxd Specific A met T@ethe@th &@’fety factor of 100 this resulted
in a ha@d spec1fic /kébw/d@ 7,

@x RN

A

v
Cannibalized a § @
Also data on ¢ niba i ss@ pu @ @tent between studies and doses. Clearl
increased fet@hincid€nces @e b%erved\gl the *high dese groups of the two-generation study (|
- & , 1997, W1-0 OEI\\? withof 6. @ and 4.47% (1% and 2™ generation) at 43 mg/kg
bw/day gtxd with 7 58‘%@%‘[ 68@g/kg "v/da@l the@pemal one-generation study (_ 1998,
M-003820-01-1). <& N
In tié\'dose range fitder @ € two- get@a‘uo@udy (- et al., 1995, M-000911-01-1) there was
no indication f(@@annl a 1zec&@‘fd m@smg ps up to the high dose of 117 mg/kg bw/day, and this is
also true for tlic DNTstudy4# to 40:8 mg/kg bwi/day (ﬁn 2001, M-088059-01-1).
A benchm ¢ talcu n was als t considered appropriate in this case.
The haz@ﬂ sp @f] ic A L 2 mg/ bw/day for cannibalized and missing pups was therefore
based df>the gyerall of 22 mg/kg bw/day for this parameter from the two studies
(NOAL BLs: gen@b 1orf$$tudy 23/22 mg/kg bw/day, special one-generation study: 20 mg/kg

bv@y) aid a sa y f@r of 100.
&
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