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IITA 7 Toxicological Studies and Exposure Data and Information on the Plgu@ @©
Protection Product Q\ Ko
& 70
> S8
IIIA 7.1 Acute toxicit N
7 cute toxicity § S

Most of the toxicological studies (i.e., acute oral and der@l toxicity, s@hﬂ and eye ir&‘iﬂ%&tion"s@%}die@
well as a Buehler Patch Test for skin sensitisation) havé been perfed with th@ rm@ion R &@
2738 WG 50. The composition of this formulation W at that time&@scribed by 8@ old @mpa§ codc&©
development no. 30-0170928. Exactly the same ﬁrmulation cé%pog%ion i§now @scribe@ by &
specification no. 102000007271 (Material no. 19441). M(%rialq g@this @a er'%{@umg@ hen
investigated for skin sensitisation in an additiénal guifiea p@axi@zatiest. IS T
Q Tw Y@
< @ @ S % & ¢
| S & T a2 &8 e
The code KBR 2738 is a synonymous name forsthe active ingre 1ent%enhe@ndg he pr Ces
KBR 2738 50 WG or KBR 2738 WG @are QEig(}on{g@s fgr\%he pr@ct E@fhex td W&SO.
X
R 9 S S S @ ©
R NS S w
S

Summary of acute toxicity Q % % > @Q ® ©© S
IR - I It
$ S S @ 5 Q)
Type of study chicle O A |QResultss T D Report /
. G Q @QQ @ 2 < {g\\ “ document no.
acute oral rat ophor EL ﬁ/\/@@ LByo: >&L§)0 mg/lz%bw @’ 24227
& mingralisedwater & LS O &S M-010213-01-1
acute dermal rat é/y S 0.5 1@ Na@@olutioﬁg §LD5@2000 mg/kg bw 24183
V> Q tg&&substa%ée N e N \@9 @;& M-010215-01-1
skin imtatio%@%it S @noiste@d with@iioniged &ightl@taﬁng\}ﬂ 24152
@§ water 5 .9 Sclassifdation @bt triggered M-010162-01-1
eye irritgtiéA rabbit %, neg? % @ @51 ly irri@ng; 24152
Q\ @) ﬁ(@ @ N siﬁc&)n not triggered M-010162-01-1
skin sensitisation gu’is%éa{ ° pﬁysi@ogica@]ine N not se&sitising 24366
pig (Buehler Patchsfest) so@@)n N @%\? « 5 M-010216-02-1
skin sensitisatio@uine@ siolo@:’al sa\ IS n@gensitising 30066
pig (maximisa@ion tes® e 5olutio? O Q v M-043441-01-1
A N Q 2) >
S @

K
Fenhexa WG 50 is,of 1§®toxi®%§ tol @tjs after acute oral and dermal application. Due to the
physical‘nature of l@hex id WG 50, 1@&} interied use and for animal welfare reasons, an inhalation
studyéhas not been“perft d.o{@hex@lid 50 is only slightly irritating to the skin and eyes of
rabbits, so tha@ﬁ classi 1catiQ%) is @t tri%,ered. Furthermore, the product has no skin sensitising
. & & @
potential. N N @
Therefore l§ folk}ving ssiﬁgatioelling is proposed for Fenhexamid WG 50:

_EU d@ve 1999/45/EC: none

- Regiflation @) 1@1272\1%08 (CLP): none
@ gy @

Q&

&
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& O
N @§
IIIA 7.1.1 Acute oral toxicity S @Q o
& NS
Report: KA 7.1.1/01; | . 1995 N
Title: KBR 2738 50 WG 04258/0214 - Study for acute orajl%xwlty inrate, e 2 N
Report No.: 24227 @ Q) @
Document No.: | M-010213-01-1 R ¥ @Q Z f\§ S O
Dates of work: | 1995-03-02 — 1995-03-16 @ S D ©© @
Guidelines: OECD 401; US-EPA FIFRA@% “1; DlrecKe @/S@EECQ\nne@V, Paf B
Deviation(s): none (fon h\ AN
GLP: yes < @@?? @@ . o o
AN s © @
R S %> §
A. Materials Q O & & S
1. Test material: 4@@ §y @ ©
Development no.: S) @@ @Q \%
Description: Q@ & @© &
Lot/Batch no: %, 58/0914 % S
Content: 2 @ N %@
Stability of test co%pou@ aurati%\ﬁ; expiry dafe: 1996-02-08
2. Vehicle: > ¢§ demineraliged water
3. Test animals: © N
Species: = & S @@
Strain: @© ©\ s %
Age: S < %© f@nales approx. 9 - 10 weeks
Wel@t at dosing; ) Ios: 164 g—169 ¢
Ro X
(O , Germany
ﬁcllmatlsatm%@f)erieg@ W
Diet: § S < in® éﬂ4 i%for Rats and Mice" (composition
o & &L 1dermcal to." Altriin® 1320")
@ @Q @Q N < %ern@ﬁy) ad libitum
Water'® © ©© \ wagg, ad ®1tum
Housing: § @'jfc nvéational® in polycarbonate cages type 111
@7 \@9 Q 5 @ma@@cage) during acclimatisation and on 1st study day,
N Q> % @ @Wld& y in type IIA cages afterwards bedding: low-dust
VS o Svoodgranules ype s 8/15 (N
N > @\ yp
& @ Germany)
B. Study @agn anid'me "N .
1. Anlmi ss1gment §tmeﬂ@
o 2000 mg/kg bw
%pphc& %@ oral (gavage)
@Apptlon@’)lu@ 10 mL/kg bw
Q asting time: before administration: approx. 17h + 1h
after administration:  approx. 2h
Group size: 5 rats/sex/group
Post-treatment observation period: 14 days
Observations: mortality, clinical signs, body weight, gross necropsy
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I1. Results and discussion @o @@
A. Mortality > @Q\ v
Table 7.1.1-1 Doses, mortality / animals treated @,Q AN . ©®
Dose Toxicological Occurrence of Time of %ath @%rta& &
(mg/kg bw) result* signs -~ o X % ~
Male rats % @ D @ | @
2000 [0 T35 5h, R SO S
Female rats @ S S) S
2000 0 3 5| ~3h R - N
LDso >2000 mg/kg by - S RN
* 1% number = number of dead animals, 2" numbér%: numbép of ani@ls witfhsoxic sig}%, S N R
S N
3" number = number of animals used %, é\ﬁ 6@ & % R
h:  hours % . v @ Q Q © @7 @&
LSy NS N
@ . N @\ & & N @ Ro §
B. Clinical observations Q > N N N S}
Q <&

NS y o &
At the dose of 2000 mg/kg body weight factes were obsgwed i@ma]@%d ﬁal%%imals 5h
after administration of the test san@. 9 ©) © © O s

o N ® S SN

@ 8)
C. Body weight § S S AN &@Q & S é
There were no toxicolog%al eff@ on éﬁy v&@%ghts oPon body w@t d@fﬁopn@lt.
S @ S S
D. Necropsy S @ O o

@ O : N )
At sacrifice at the e@g of tl@%o@@atm@lt ob@ti@g}erioc@he a@%als Qﬁ)wed no evidence of
test-article relat@@accopic\@bj V@@le cigan 1;5@5. @@ o @

PN N oY @S
S @,@ %© Q @(@I{}I. @goncl@on ©§ @

9 N %S
Fenhe@@i})d WG 50 i@@f lo@oxic@ rats@ftel@cute adQ@jistration.
fndy st rigfors 0 Plguing s aling:

The study result tm%rs the ll&vﬁvmg %@%lﬁe{ n/labellin
- EU directive 1@/45%5%: n w;y\ 62}% & >
- Regulation &5@% 72/2p08 ): hone & @j@

SERVEROIR :

&) AN
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I11A 7.1.2 Acute percutaneous (dermal) toxicity . @ QS
N
(S} &2 S

Report: 11A 7.1.2/01; || 1995 S L Q7

Title: KBR 2738 50 WG 04258/0214 - Study for acute dermal toxicity in tdfs & |

Report No.: 24183 e w ) '~ o2 &

Document No.: | M-010215-01-1 S @& Cy N @

Dates of work: | 1995-03-14 to 1995-04-19 . R RS

o OECD 402; US-EPA FIFRA §8&2; Directive€7/548/EEC, @rinex VWPart@®.3. 5
Guidelines: Deviation(s): none m% @ @) (\& S E&® &@
GLP: yes & N - ~ 2 &

o (& © 2,
I Ma@ials d methods @’ @%’ S o

A. Materials W\% \@ Ny S ©@ @j @

1. Test material: @} K@\R 27@}50004@/02\]3% é% éw ©§
Development no.: @Q -013@28 < Q}% § §‘9 %
Description: @ brow% ufar solid RN Y
Lot/Batch no: @ on Q@SS@M @Q S
Content: Q@ N 6% O é%

Stability of test comp&und: % Q uar@tee g{;?r studgg@(jiura&@l expjry dater 1996-02-08

2. Vehicle: @9 O @Q §AL Na solutlon/ st s@tanc&f@nxed to a paste

3. Test animals: % @ c& §

) v < &% N
Species: § © §rs‘[ar ot (SP@re(%\y Q AN
Strain: N d g;%b @
Age: @ @ <> males’ ap&%x é\ 12 W@ S; @%ales@% weeks
Weigh ?1051 o agtes: 2707 ¢ —291 g;fe &Q
Source N Germany

@

ACQ atisation pegiod: %
@ Rand Mice" (composition identical to

=\
@ § "A om1n® 13@)16:

S

@\ &\ LAltromin® [320")
N @ ), 40 libitdm >
Water: @ @ & tapdvater, % libitsm &
Housi " o ve t@nall & poly@jrbonate cages type III (5 animals/cage)
SEN@ SN
> @ urln@cchr@ isa @ﬁ» , during the test period individually,

&

' Cong htionafl y ingtype IIA cages bedding: low-dust wood granules

N t\ype S Germany)

B. Study des1gn$ @ﬂds (o @
1. Anlmal ass&nment@’nd {@atm@lt ©
% & Q Surface area Range
DOSG@ Q S = ©@ Dose (mg/kg bw) (cm?) (mg/cm?)
@K @Q < ) males 2000 30 18.5-19.4
> females 2000 30 15.0 - 15.7
iﬁﬂpph@%n r@%ﬁ: Y dermal, occlusive dressing
Q EX gsure: v 24 hours
p size: 5 rats/sex/group
st treatment observation period: 14 days
Observations: mortality, clinical signs, skin effects, body weight, gross

necropsy
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I1. Results and discussion @ @@
A. Mortality > @Q\ v
Table 7.1.2-1 Doses, mortality / animals treated N & ©®
Dose Toxicological Occurrence of Time of death l@erta i
(mg/kg bw) results* signs QO %k 9
Male rats @ SN N Q& @
2000 [ o | 1 ] 5] 4d-4d | o g2 XU« &
Female rats & N v ©\f r\Q G, o
2000 [ o s [ 5 | dad [ - oY, 0 @
LDso > 2000 mg/kg bw_ @ R © (&) @@
* s ber = ber of dead animals, 274 ber = ber of ani th R R
e — o T g (& B
group o @ %, & >
D: day % Q‘z}%a @Q Q@ @ o @ & °
@9 \\ \\ RS O & o §@
B. Clinical observations A N o

At 2000 mg/kg body weight decre % obs@ed 1@1‘1 @j)\\eﬁ rat@ day, %f the gtudy.
Local skin reactions were recordeqd in fel@ es frem day™3 to 3 c@@ls‘[e par&%f>
reddening, incrustation, formatiow of segb andprowiiish ye c&l@nm&@r

SN

C. Body weight Q@ 0\&
There was no treatment-refated i&ﬂuenc@ bo@y weights. In‘qne f@@%e rat{rat no @O group
2000 mg/kg bw) a transiépt decfease i@%odlght developmen‘g@%s o@wed@%day 8.

A
D. Necropsy @ @
Animals sacrificed Q%\fhe efidt 0{§ postgir eat &t ob&}/ano@erl@shov&&l no evidence of test-

article related m sc%cally ble“@gan le on% @
&
©© @ %&I C@clusuﬁ %,

&
Fenhexamid WG @s Of”\\k)@W s%stemlc to ICIQ%O r:?fter deute %e@nal administration.
The studff}esult trlggeﬁg the @HOW 1ass cat& ab @g

- EUAirective 1999 /EC ne o

- Regulation (E(@ 12@20(@@@@“0“% & %
0 o
TS IS S S
IIIA 7.1.3 @ Acl@e 1 atl&ﬁ tox&lty t@}ats S
Fenhex WG 50 J@Ja we, le g@%;’ule§>rmumlon Inhalation toxicity testing with Fenhexamid
WG 50 1% not trlgg@ acc%rdmgﬁg Couﬁg Dlﬁ@tlve 94/79/EEC because the neat product

. 1smt a gas or llq§ﬁe
sisnota smok@%neratl ula @1 or 1gant

* is not to b @Zq&pme t,

* is not to 1ncl d m. 0§ geneﬁ@mg aerosol or vapour releasing preparation,
*isno @f)e a ed from ai

. doe{?ﬁot cm active su@stances with a vapour pressure > 1 x 10 Pa and
. T@o tion 1@rjlot @owder is practically dust-free, and hence does not contain a significant

props%’on of particles of diameter < 50 um (> 1 % on a weight basis)

(see , 2001, BCS document no. M-055003-01-1).
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* Furthermore, Guideline 94/79/EC asks for an inhalation toxicity study only if >1% of the prepa@@n >
(i.e., the commercial formulation) is inhalable (i.e., particle or droplet size <50 um) during N
application. > @® @é@j

- The product Fenhexamid WG 50 is not applied as undiluted produc@ the fields. "ﬁhergf@e,
no particles of respirable size of the neat product can be formed d&ng apphcat1§ @ &

- Fenhexamid WG 50 is applied as a highly dllut®spray solutl@ﬁDue to the&mende@ é\”
application rates and dilutions the concentratlon%’ Fenhexa G 50in émy d@lets%@ é@
general amount to < 1% (corresponding to % of the a&t@e 1ngred1e1§£enhe@ id @h € G
spray droplets). % R © &@

- Applying the logic of the requirement &uldehne 9@@79/EC@0r 1 %t @om&f@’ te Q
to the practical use of Fenhexamid W&SO t1nha1%1hty Of F eni@xam G30 amo&ﬁts to
< 1% only due to the dilution of th produ&tgln t @utm@ his @bel@g the tfigger g °
value for the conduct of an inhalagj to;gmty §§u for classificatiogypurposes. Futther (?
since it is unrealistic to assum@hat 1Q0% of@he spray dro&ts q&&mha e (r&quiri 5
droplets <50 um; a value falowﬁ%% c@%be é@ecte@ase@ I@ts of@sroplet
size distribution for stand@l no@gzi@g) anxctdd%onal s&ty f@r 18 @&J en. @Q \%

Based on these considerati@ and\%%ﬁso 0@’ the @§N 1&@1at1&t0x1c§r 0@ %sgive ingredient

fenhexamid (dust: LCso >56§7 Q)r a&rosol @Cm %332 p@n ay, maximum technically

possible concentration) arféthe fhet th@}one Pthe xother 1ngred1g$ of @ pro@%t fenhexamid WG

50 is classified and 1ab§led ith Ieg ard t@eal azardy, ag acute inthalati toxicity study with

fenhexamid WG 5 g@mt C(@sld@é to b@]ustl 16d alse\%th rdspect é&amn@l“welfare

This triggers the fi Wn@j\elass@tm@be&ng ©© @x @@
- EU directive @9/4@ none @ %& @Q § %

—Regulatlon( )1\1@%7 %o%cLP) pone. @ & O &

Y T 4 &
\ N & N
N & \§ @ SRS O
O O & " @&\ S
IIIA 7.1.4 n irxitati & o Qb
@ f@Q .0 O . O @
Report:%\y IA@ 4@ ],?5
o R 273 214 Study for skin and eye irritation/corrosion in

Title: @’ %@ns ) é S
Rep%rt No.: @1 ‘N
Ddsument No.: 0@%62 -I1-1 §

Dates of workg,®| 1995-04-48 to 1@5 05409

oo | QBCDEB4; Directive 92/69/EEC, Part B, No. B.4.
Guldelme§ Dy ﬁ ): nonQ@@
GLP: @§ S yest
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I. Materials and methods @o @@
A. Materials S @®\ v
1. Test material: KBR 2738 50 WG 04258/0214 @,Q A . ©®
Development no.: 30-0170928 % @Q @Q\ )
Description: brown powder ;%\ N é\f
Lot/Batch no: 0222 based on Foi% No.: 042@214 @Q @\ %@ o
Content: 49.6% N Q@ @@ ‘&©
Stability of test compound: guaranteed f%@tudy duratl@ ex%r;y dat @99%02-08 @) &@
2. Vehicle: mmstened@h delonlse@%water@ Q \® 9 @@
3. Test animals: v\?@) @6 \% o
Species: Ibi b@ 5} & & T oA L
pecies: albino V% "\9 @ Q o @j 'S
Strain: HC: NZ% 5 S ©© @
Age: ST §
Weight at dosing: S
Source:
Acclimatisation period: ~ “@pprox, 1 w
Diet: @ staridard diéb" Sspiff K4"@ )
Geriman approx1mateﬁ§f 10&20 ©&per %lmal p&? day, fed once
% ily @ ing v @ °
Water: . tap water, adllibitun o $§ N

A
Housing: % @ indiyidualty in sgﬁless Sleel ages ngth flat § bases or plastic
(g es v@h pe@a‘[ed«\b}ses © >

B. Study desig &d sthods © @ @
1. Animal as O m @ f%} \ \© é@ @ @
e& and atn&nt &

Dose: @ N %© © %Omg@tch & §
Appligation route: © erm seml@:clu ve dressing
E@sure: é}? Q% @7 hou§ Q Q@ \%§l
éﬁoup size: , @ @ 3@111&1 © @

Observatim@ &\ é%a @mc%lgnséskm eﬁ%cts body weight (at beginning of study)

. @@ § DI Ré%‘ults @d ds10n

A.Finding®d © © \"\ Q\ \

Exposurgyf the skin to ?e te@@ubs@“ﬁce s g@lte%@emhematous reactions in all three animals.
Additignally, in one\%oblt dRoedema wa&b d at the 1 h time point. On day 7 signs of irritation
ha%lsappeared 1%&wo aﬂignals @d on@y 14-alS0 in the third animal. There were no other lesions or
toXic signs. @ §

Table 7.1.4- &umn&%‘? ol;@tanﬁects (gore)

‘@\bser@%on @ Reversible
Animalg (aftw%atch @mov@ 24h 48h 72h | Mean scores | Response (days)

N E edne nd

@’ @@r @%’Sﬁﬁ ﬁij@a 2 2 1 1.67 -- 7

> f@)edemawform§ 0 0 0 0.00 - na
) @@ Erythema (redness) and

eschar formation* 1 1 1 1.00 -- 7

Oedema formation 0 0 0 0.00 -- na
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Erythema (redness) and °
3 eschar formation* 2 1 1 1.33 -- 1@ @
Oedema formation 0 0 0 0.00 - m Y
na = not applicable *exposed skin areas stained in colour of the test substance, e@ﬁaﬁon of eryt]ke@a poss@e
Response: -- =negative for mean scores <1.5 (GHS) Qp
< (Directive 2001/59/EC) < @
<2.3 (Regulation VEC) No 12 9008)@
(+) = mild irritant for mean scores >1.5 - @ (GHS gory 3) @ @
+  =irritant for mean scores >2 V (Dlre@ve 2001/59/ @ v\g
>2 3 Gilation (EC) 127 08 ©© &
%@ %GHS categ < &
i @
1L &nclusmn Q} \ 6\ %@ §
Fenhexamid WG 50 is slightly irritating to @ sku@@ip rab@g{})ts Cg@ﬁ}smﬁg&n 1s6§t tqégered
The study result triggers the following cl@%&ﬁca%n/lat@lhng Q Q> @7
- EU directive 1999/45/EC: none & , \ \ &6 N \© @ . §
- Regulation (EC) No 1272/2008 (E5P): néne S & &
NI >y g $2
R © O § 9 .9 & ~
¢ & T F S O e

N
. . * @
IITA 7.1.5  Eye 1rr1tg)t10n é& S

Report: IAY.1.5/1; M% & &
Y
Title: % X2 7§§0 042 /02@ Study for gm ang eye r@%mn/corrosmn in

Report No.: N241 . % . @ @w & @
Document No,£)~ 1\@&10162%\1 TN <
Dates of work? | £995-04518 to @95-05%09 < @ §

WECD405; @Hect ve 92/ﬁEC@art B Wo

Guidelines De}tatlog@ nopRy
GLPA > 7 A B @
A AN
Q\’ AN éﬁ ok@/lat@@ls a@ methods
& o & &
A. Material@ ©Q @@ @@ @ § @j@
1. Test maerial: © 9 O @BR 238 SO@IG 04258/0214
g@pment no » @%0&@092&
cription: e ) b
wLot/Batch n@ @ @ 2 ed on Form. No.: 04258/0214
~ Content: > N Q9 69
Stability gftest compouad: @nteed for study duration; expiry date: 1996-02-08
2. Vehicle: &> °
ehic e§ \% = gon
3. Test an al@ @@ S Q
S&IGS @ ©© albino rabbit
&raln@@ SIS HC:NZW
@A €5 v adult
Qe <>

g@ht at dosing: 4.0kg—43kg
T ———

Acclimatisation period: approx. 1 week
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Diet: standard diet "Ssniff K4" ([ GG
s WO

Germany) ), approx1mately 100 — 120 g per animal per dayy

once daily in the morning S @
Water: tap water, ad libitum S &@ @
Housing: individually in stainless steel cages with @t rod bases or pl&s{@
cages with perforated bases % ® < 6
. % o, o @ %
B. Study design and methods < S N @
@ &S L9
1. Animal assignment and treatment: g Q @ § % é
Dose: 0.1 mL test su@tance (equva@nt to appro@Gl m@ § @q}
Application route: instillation ity the conjunctival sag-of (& eye & © &
Rinsing: after 24 h W1th no sal;n@ \© %) @@
Group size: 3 femalgs Q> N )
Observations: cllmca@lgns @ye e@ets Q@y w«&}@t (atﬁgm&mg of%iudy)
Il%ﬁesulg@nd Q@s@cu%o% @ §@§
A. Findings K @ @ &
s S o §”
Exposure of the eye to the tes&@l st used in, all h@% a@mls Jgacti of t@m mucous
membranes. All these findings @ove%to be fully I@ermwnh@ dé@ les»g%s and toxic
signs were not observed. @ «y\g @, @ S
& @ R o
Table 7.1.5-1 S flw\“t ff > S \@ %
able ummary of Irri anf%E ec@cor@ A Q &
4 > | Mean Reversible
Animal Effocts S %% h (S48 he) 2p scores | Res@se (days)
Corne @acity@ Q V) %, 0 ™ 0. 16) & - na
. Iritis ©& @ «vi? $ § O@@ %OO @ - na
Redpess %@]unctﬂgle 1 > 1 é\ o8 N - 7
@emo@conjl@:tlvaec 0;<@ i (@O f(§§0 09 - 1*
o Cornea@jopam? (f@ % N0 @ 0 ? -- na
@ Iritis g}? @ @ US @S@ \00 -- na
2& Redness &nj @ae TSRS e 1.00 -- 7
ungl L
\é 6® "\a\ S - *
Chen@l conﬁunctw@ . a0 0 0.00 1
Coffeal o@ §’“ @@%0 I 0s @9 0.00 - na
Igitis @@ O “« 0Q L ® @0 0.00 - na
3 Qedness con@:tlv @\ @) @® 0 0.00 -- 1*
«@% Chemosw&gnjunc@ae @%\:’0 c\@ 0 % 0 0.00 - 1*
na: not afplicable °N - X \\ with respect to the result 1 hour post application
Q @
Resmnse for mean sé%fes meaf\ ritis Q @nctlval
" ac& re s oedema
- = negatlve <1 i@ <@5 <2 (Regulation (EC) No. 1272/2008 and GHS)
% <2 (Directive 1999/45/EC)
(+) = mild {gtant y\g - <3 >1 %@52 >2 (GHS category 2B (effects reversible within 7 days))
+ 1rr@m N el - % 1-<27 >2 >2 (Regulation (EC) No. 1272/2008 (GHS) category 2)
S @ >- >1-<2 >25 > (Directive 1999/45/EC)
++ =yreversgifle efft %3%@ >1.5 (Regulation (EC) No. 1272/2008 and GHS category 1)
Kserio amagss’ %3 >2 (Directive 1999/45/EC)
NG $
< I11. Conclusion

Fenhexamid WG 50 is slightly irritating to the eye of rabbits. Classification is not triggered.
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The study result triggers the following classification/labelling: @o >
- EU directive 1999/45/EC: none S
- Regulation (EC) No 1272/2008 (CLP): none S @® S
S N . QS
@ N
%% \© 9, @ %@
V® ) &S O L
o Q o N s S
IIIA 7.1.6 SKkin sensitization @ &© é\y Q ©@ Q&©
Report: A 7.1.6/01; . 1995 amended 1995-1608 & < VM
Title: KBR 2738 50 WG 04258/0@% Study fopskin s¢ mzati&l eﬁgé%t i%g@ine%gégs
' (Buehler Patch Test) & &’ %y © [r\b ° 2
Report No.: 24366 Qo 9 & > U o o .
Document No.: | M-010216-02-1 > @ K S NS @ o
Dates of work: | 1995-07-18 to 1995:08-18 > > O .09 S
N OECD 406; Guideline 92/69/EC;Method B.6. US-EPA FIERA § 816
Guidelines: Deviation(s): na R é % @? L é F s
GLP: yes S NSNS
oS

A. Materials

1. Test material: %\2738@ WG0425800214 2 ¢
.9 AN
Development no. s 170&28 ISR Q
Description: @ <) @row grar@les .
LotBatchnosy @ & @ oz@asegen 042@/021@ N
Content: & S § Q6% Q § @

~
Stability test@ uﬁd & %uara@\d fo@u§ﬁrati&n@ expiry date: 1996-02-08
S)

2. Vehicle: @ % & phy@?’log@sah solugion
3. Test amimals: @
e LS
@es: @) § guln g (
ain: @ @Hsd\ pre‘*egously termed Bor:DHPW)

Age: Q\ & @ o ﬁwe@
&)

Weight at @ysm@s‘c agfcatl@a g =349

Source: g, @

Acclififatisatid pe%}&) Q\ st 7 dgys
@% '

Dle% @ "&ltromiB®3020 - Maintenance Diet for Guinea Pigs"
& 2 Q W Germany), ad libitum
Water: Q AN @ @} tap\ ter, ad libitum
\%‘Iousmg @ N Q entlonally in type IV Makrolon® cages, adaptation: in
{g ups of five per cage, study period: in groups of two or
Qhree per cage
gj @ bedding: low-dust wood shavings (|| GcNcGTGNG
©

Germany)

Germany

B. Stu@y de met@
1. A@lmalé%lgr,@ t.and treatment:
47 Dose 53
@ 3rd induction:  paste (1 g test material moistened with 0.5 mL phys. saline solution,
concentration approx. 66.67%)
Challenge: 50%
Application route: dermal, semi-occlusive dressing
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Application volume: 0.5 mL/patch o S
Exposure: 6 hours per application (induction: 3 times at intervals of 7 days, @ QS
challenge: 4 weeks after the first induction, 2 weeks after last indggtion) @’
Group size: 45 females (controls: 2x10, test item group: 20, gaytge-finding ©)
determination of the induction and challenge cé@centrations: 5 N
Observations: mortality, clinical signs, skin effects, body vs%’ght (at stud@eghz%@d ©
termination) 0 g%a N é\ﬂ
D @
A < F 9L s
I1. Results and discussion © %, QQ @@ C:§©
A. Findings @ Q& © < @

Q & &
The challenge with the 50% test substance forr@tions led te.no ski@%%actié%s aftép30 aag 54

the test animals as well as in the control anir&als. Afggr 78 ]&%hg@kin&é@’nes @rade@ wasy,

observed in 2/20 animals of the test substanté gr and@’l/ 1 ntr@’roup@nimé%s, indi@}ting& .
. . . . @D )

that there was no difference in the skin @gtlmg@’etv&c{f bou%.

< @
Appearance and behaviour of the anil@ls in fest su@“ancmg oup &re n&g@iffe@ﬁ fram thos§f the

it A EEN 5 &0
control group. No mortalities occurred. kS <

8 o
By the end of the study the body $ueight @&velopment 6Fthe atme@%o&%nimﬁor@%onded to
O &© Q L S
s Y s
N A o
Table 7.1.6-1 Number of anirials xhibitidg skin gffects @ N S - &
Te&tvi)fem group (29 anir@) & e @on@@gr@(lﬂ animals)

SN

R 2
that of the control groups. o &@ >
A

Tegt item @h & @ntro@%tcl}l D" «Test item pajc@ Control patch
Hours 30 dn54 |98 cwtal [@30 [ 34 [ g87] 307 5] 78] total | 30 | 54 | 78
Challenge S o 0\9@ N 9 le | @
50% R R mo&o§o@0§1 1 0| 0] 0

¥ & o O «° S
N .9 - O @
Kz ~ I@Con@sm@ é,}’
Unde condition%%ég the@ehl atch ;Fest a@wit@spe@o the evaluation criteria Fenhexamid
WG 50 exhibits nas| in-iensniz%gonop«@ntia{j\ N g\
The study resul%%gge% the fi Wl%%l?sgyﬁatlor@abe]@g:

-EU directiV@l999@EC©§0ne o S S &>

- Regulatio(EC) No 1@/20&@&@110@} >
D o O & 2T
Report: JIA 7:0.6/0 2000

KBR?273 @V G 50 -Study for the skin sensitization effect in guinea pigs (guinea
@"| pig ma)g(jfpizaest ording to Magnusson and Kligman)
Report No.z 3906 R
Documegt@o.: >\4-O 41-01-1 ©@
Dates ofWorkg,>| 2000-02-8Pto 2000-02-25
N CD%96; Guideline 96/54/EC, Method B.6.; US-EPA 712-C-98-197,

Title:

P

$ &> SSOPPTS870.2600
Q é@ Devsation(s): The test item contains commercial products known to be stable and
Guid@es: homogenous both undiluted and in ready-to-use dilution with water. Therefore,

analytical determinations of the stability and homogeneity of the formulations in
the physiological saline solution for administration were not performed. These
deviations did not limit the assessment of the results.
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\ GLP: \ yes @@no ‘@
I. Materials and methods S @ §
A. Materials. S &@ ©)

1. Test material: KBR 2738 WG 50 @ O\Q
Material/Article no.: 00-05419441 % @Q § &
Description: brown solid ©) gw ;%\ N é*ﬂ
Lot/Batch no: 299940019 & & 9 2
Content: 50.2% & @ & Q@ @@ K©
Stability of test compound: guaranteed-$or study dura@m iry date: 20&0-12-0@ @

2. Vehicle: sterile p@ologlcal s&@ne so\l@mon R O

3. Test animals: ? @’
Species: ea }@g (S re
Strain: %Hsd E@ %! % @ Q> © @% @§
Age: ‘”\9 kk @ B @
Weight at dosing (1st appllcatlol@ RS M N
Source: o

Acclimatisation period: @Q © atfeast Jddys

T 7
@ o
Diet: Q o\&’ " tro®3 %® &tenar%e Di@gor inea Pigs"
v (& @ f@em@ly) ad Iibitum
Water: .9 tap \\ ater a 11b1tum y\]@
Housing: S % Ve eyﬁ/ M&krolo cages, adaptation: in
é\y ¢§ % f fmg ani /ca studxp riod: in groups of

@ @ tw threganimals/cag eddlﬁg low-dust wood

S & \ avm , Gemany)
B. Study desij an@nethoéﬁ

1. Animal ®1gnl§nt &@treat@ent ﬁfg (;gﬁ Q@

Dos
@rmal mdu@mn % @ mg %st 1@1/an) \
ﬁplcal inducti®: 25% (= lﬁfmgot ite 1m%6®
Challenge: Q\ & A)( @st 1t®amma
Applicatidfrou ntra@‘m&l NG m%gctlon ermal (2" induction, challenge)
Appll%@bn V@@m m{gﬁerm@mdw@on O@ij/m]ectlon

<O
Q i?n
@ ical uctl@, chalfénge: 0.5 mL/patch
S @ i

E@ure. % ra ctl@
°N Q1 wee la tol@l induction: exposure for 48 hours,
% § % 3®eks éﬁer intradermal induction: challenge: exposure for 24 hrs
s Group size: § é}ﬂ feritales @ntrol 10, test item: 20, range finding:5 for the
@“ & diﬁmat of the induction concentrations, 2 for the determination
challénge concentration)

Obse@tm@ ©§ §orta clinical signs, skin effects, body weight (at beginning and

@) rmination of study)

O

¢ &
<
§%@§@@Q§
& & T
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I1. Results and discussion @o >
A. Findings N @§
After intradermal induction (1* induction) the control group animals showegyred wheals heals
after 48 hours, while the animals in the test item group at the same time presented red wheals, d

injection site, white wheals with red surrounding or a grey wheal with encrustation. S S

After 7 days encrustations and wheals were recorded at the injection &f%s in the corf&ol g&p a&gg@
encrustations in the test item group. @) N «&\ \O\ N @
At day 9, immediately after removal of the patch of tife second i tion, the trgatmentarea Qg@he &
second induction exhibited skin effects (grade 1) in  of 20 animal&in the test item growyy, whife'the

were no skin effects in the control group. The tent areasQf all animal& th& test it€m gr&@

R 0o

were brownish discoloured. N @ @
No skin effects, neither in the treatment group nor in the co ls,@&ere se@n aft@he chal en@sing
a 12% test item formulation. Q) & R & @;& >

@7 <
Appearance and behaviour of the test iten%groy@v‘%ere\ 1ot difféeent fro% th@ontro@rou@ @&
R Q) .
At the end of the study, th b it of thest @nt 1
e end of the study, the mean O%Wﬂi 0 @ reoat@ %u gﬁkgna S @@ 1né@e san@g§ange

as that of the control group animals N ) N
group R w NS \@’ b@@ S & o
Table 7.1.6-2 Number of animals«@%ﬁbi%ng ski&)effect@ @Q ®) ©@ @Q 0\”\9
RIS SN i~ N SR
Test itemi group (20 #atmals) 9 Coftrol group (10'dnimals)
Test item patg& 0n® patc@ Tes@m patcgﬁ © | Control patch
Hours 48 [« 72 | Toa9 48] @ o438 &N 72N Totd | 48 72
Challenge L Q © O @K@ EES 9D
12% 0l | 2 g, 0 £ ot o9 So ko 0 0
SEFSR N
. o . S @
RN L. C@clusi@@ e &

Under the c@iﬁm@b@of th@naxi&ati@é@est @é Wi@espe 0 th@evaluation criteria fenhexamid
WG 50 exyibits nc@ékin-%nsiti@tiong;gtent@ T 4 &

The s@ result triggz}\sg th@low@ classiﬁcalat?gﬁ?nog: ©\

-BU directive 199945/ECs none., & S o A

. v
- Regulation (ECYNo %72/2@8 (CLD): ng\{?@’ © S
N @@ . <

&
@ @Q O S . O @

MR
IIA 7.1@ Suppl@%ment st@w‘es Io@cm&g@fnations of plant protection products
Not applicable. Thi@ﬂn‘[ (%th%l product is ﬁ@ planned to be combined with other plant protection
pI‘OG&]%tS. > Q% & Q@ @

v o Q
N N Q&

E o B

IITA 7.2 < rt- t&gicit *Studies

: <
Not req@g@ed ire tive 9@1 4/EEC or Regulation 1107/2009/EEC.
SRS
S O
O
& & K

&

Uy
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& o
N N

: . L v
Fenhexamid WG 50 is a fungicide intended for outdoor as well as greenhogse spray tre@ent of
various types of low and high growing crops (strawberries, grapes, and atoes). The%rocju@ is
formulated as water dispersible granules (WG) and contains as active sub%nce (a.s.) fe@xan@%@}ﬁ%
g/kg). Outdoor treatment is conducted by spray applica/@l with ﬁeld@%{)p sprayergs\;%sr broagdcast
assisted sprayers depending on the type of target crop, While applic s in the nho & ar%@ne g
by handheld equipement. The maximum recommen applicatior&@[e for outd@& treatgent @unt&©
to 1 kg a.s./ha (strawberries). The maximum %commendepp]@atio Sate fQr trea@hent&
greenhouses amounts to 0.75 kg a.s./ha (strawbggries and toq%toes)\@ate will @e ql{f@ént/ier
in all situations. Application parameters are s&mrnar in_table 7@”\&1. Ko @ S S
Table 7.3-1: Application parameters for Fe@ﬁxang@WNO @ % ©© @j @

NP S S & §

I1TA 7.3 Operator exposure

o,

@

Application \aJXi %‘ésnap ati(,@o te 1 Mil@ium N Y Min.
Crop(s) technique l;}/ @@ :& \® \f an@t wafor ﬁt no%f PHI
(Sﬁ(kg %oé%ct /&a) (%a.s. /A\h@ o L/h@@ eS| (days)
Grapes BAA LT B o B8 g sty ) w2 14
ies | FCS ~ o2 1 & e 1000 3 3
Strawberries o . F d @§) @ @ n @3 o\@ S@ ) 1
~ & EN O
Tomatoes ~ [FCS & SE L2 Sis ke Q075 300 -3 1
N @ 3o S
HHEY | 6 © 15 & 0@ | 300, 3 1

o c
FCS = Field crop s er, BQ?J= Br%ﬁcast air assis@prayémHHS @lﬁnd h&@d sprajer
dd @ %

F = Field use, Gé reenh use© é& N %\9 @ -
e T N o & 06 .0 s
Consideration on acceptable @%fatop@posure leV@NAO \@7
F inalis@ in the Stang G&@nitt{f on Pgait H{@fh at 1t$ me%%g on 19 October 2000 in view of the
inclusion of fenhe@‘nid it Anné 1 ofﬁecpj& 91/@“—’1@5é a systemic AOEL of 0.3 mg/kg bw/day

is proposed for féhhexamid d 0@' NOQAEL (@30 g bw/day established in the 13 week dog
> . O @

study and a @y fa@@r of 60" o\@ \© NN

Conside;t@%n on derma absoiption @ @ o\%

The ext%nt of derm@absc%;tion %ﬁ fen%xami@as investigated in vivo using the rat and a WP 50
forﬁg\fation as well”as zg@@itro"usmg l@na@d rat skin and a WG 50 formulation. Combining the
data from bothgthe in vi;g theQ@ vit}@studies provides the following estimated human in vivo

absorption v, es:{@%%g/k 0.3%, 5 g/@: 3.6%, 0.375 g/L = 8.6%
For detail eas@ee pot HI§ 6. Q
AN % Q
S &Y
€& &

&

! Fenhexamid 6497/V1/99-rev.2, 19 October 2000
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Consideration on estimation of operator exposure o S
With respect to the outdoor uses operator exposure estimates are calculated using the Germam\&?de%@@
and UK POEM for the respective scenarios. Exposure calculations are perfogged without@l with
protective equipment. @,Q SR

It should be noted that this selection of protective measures is not intended%o be a recon@nda@ for,,

the minimum PPE necessary when handling Fenhexamid WG 50. oes not censider_specj

requirements, which may exist in individual Member Sgates. Additigal PPE can@ﬁ% us@o f%@ier &

reduce the exposure of the operator. & S) %o QQ ©@ C:§©

@ S Q)

QN Q o & & @) &@
It has to be pointed out that “no PPE” in theg€rman Mo coni@&rs a %htlx@res&@ op@or,
wearing a short sleeved T-Shirt, shorts and shoes. Sagh an@nprif%ete E};@i‘es iQtial Sperator“should

d BL
never handle plant protection products as th@ clething i@w\;fot ifGicco @@

& ce h d (@aﬁ&nal

practice. Therefore, a coverall or alterna ely\@oﬂ\trous, a \Qrk j@et and stur Lfé§@éar
@rod . The

@

should be regarded as basic working @hthin&\for OQ}ratcor& and@g p@a‘[ pro@ﬁo

model allows estimates for protecte@era@éﬁ Weﬁ%ﬁlg @tion@?PE@nec@ ry. @ %
G NI S
SRS O N
Neither the German model nC@%e %@—POE& pr@@les @os dat eg@%te{ééh} “hand held
application in greenhouses”@eref&e, tl%exposg@é of Operatéis dunyg applicatiowith hand held
sprayers in the greenhou@%e is @luatéjwit}@he S@thern%um@n Greenhougg Model. Detailed
considerations and calcifationsias well @ a s@mm@of th@@?eenh%use @el v@f be presented under
A 7.3.1 (Estimatio@@f opgﬁor %@)sure @ith@pem@al pr@ectiv&equipg t).
K @ S > S AN
. & % < S Y @ .

A comparison the €drres, ing“expdsyre estt ateé@uth @e psed AOEL (in terms of
percentage 0%@ A ) is®resenéd in t@e 73,%?? D&iled §umpt%ns and considerations as well

as exposure calculafipns a¥epresgnted i Q&apt Ana £3.1. © @
0 i N 4

L @ fog
SE s & &@@% S o
9 @ Y (S
Q’ S AN SEEEN
o O ¢ .09 o O @
RN Q & D
S\ § LS 6 @
N N
Q N S0
= N S & &
S @ﬂ&@\ O
@%
@\%%é@ §@Q
% Q
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Table 7.3-2: Comparison of estimated systemic operator exposure to fenhexamid [mg/kg bw/day] with @
the proposed AOEL N @
Total systémic % oﬁxe)E@
Application type Crop PPE exposyre [0% mg/
[mg/kg bw/day] @bw/d@]
Field uses, German model* o R ‘&f
Broadcast air assisted No RBEY o> 0.0934 v 3\1 o
Grapes - O
sprayer With PPE ? Q 0.021] &7 15 §
Strawberries / NoPPED (VY 00584 | Q 1

Field crop sprayer Tomatoes Nith PPED Q- 0QI54 g

.3
Field useQPK-POEM*_ @& X O ¢

. ] Np PPE 3)%@’ Y @0.10@ o 35S
Field crop sprayer Strawberries oF  With PPED S @ 0.0995 30

) & ©
romatoes ) oNo PREY 0.1845 & @ N
o) 'S WIthPPEZR. | S Qp. 17@9 B
(0% Grecnhougd uses & ((§ S <\9

Field crop sprayer

Hand-held application Strawb es Q&K ANo PREY %y < Qgﬁ@% ) 35
in greenhouse S [ WithRPEYS U [ Y 00528 917
_ . . Q 3), @ @ wb T °
Hand-held application oatoed 2 N@PPE & 9 0.0472 N 15.7
in greenhouse @ K L )é@l PPEY” g © O.@i@@ G 8.0
Hand-held application @\j\Tomat%es & - S . @ & 9
in greenhouse (intensiye contagf) o> Wit}@PE 3 & - 00128 4.3
* Assumes a 70 kg operator, ** asstries a 60 kg ama@r oper: % Re @ >

1) Short trousers and a short sleeve shlrt @
2) One layer of typical work wear (e.g. t rs +l§@ sleev@hm) @vell as, s@dy fodtwear g protechv oves during mixing/loading

3) One layer of typical work @r (e. g users a lo leeved ) an t dy footwear dyirg ml%Ebloadmg/apphcatlon
4) Gloves during mlxmg/l appllca
5) Gloves during mixin, dlng appl ti @

LA O N
o O
@ SHERS) @ qex 2 @
L 2 S © %@

IITA 7 .@L Estnn@ion@ope@or ex%osn@e w1ut 5@rsonal protective equipment

D

a) Estimation ac&dln % th ernf&n mo@ Q

Exposure is calc@ate appligition %@chm@ue withithe maximum dose rate. Lower dose rates
will be covergdby t@@cal @atlos@q@‘fd sel@fate, eGiluatidis are not made. Greenhouse applications are
not evaluated with the C%fmal@lode pro@e fO@ is scenario will be calculated with a separate
data set 1A 7.3. @/Iea@men@)f o@a‘toné%posure). The following assumptions are made for

h 7 Q
eac ys\?cenarlo @ % AN

urmg llcatle@
m%rwous%)thmg dﬁ@g app @on &

- v O S
| & & V&
Field crop spraygs & @ S
o A <R
Treated ar \% 2044/ days,
Max. dc&@teQ kga.s./ha fenhexamid,
@ §2 Q(stra&rry, covers the use in tomatoes)
& S SIS
E@CaSL@r assm@’d D@L
N
Tre area: 8 ha/day

Max. dose rate: 0.8 kg a.s./ha fenhexamid (grapes)
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Dermal absorption: 0.3% (concentrate) ° >
8.6% (in use dilution) \@ @@
(see I1IA 7.6) > @®
& NI
. D
Operator body weight: 70 kg AN b § S \zs@
© < OGS
Taking into account these parameters the exposure is estifnated as fol@s. @© § t0\9@ &@
& Q)
& N S VO &

Table 7.3.1-1 Calculation of operator exposure @hexamld usn@ﬁel@fop sprayers<
E

(German model, without and wit ) N
. é@f %\ @D L N
Operator exposure estimate: German model. Tractor-mougrte el 1) _-’_ y zzles @ >
Product: Teldor ‘o S 9 N ) o
Active substance: fenhexamid % <g:ls@&nce tratfon: Q 50% [g@rkg] S @j @&
Formulation: WG iﬁ\?PPE&\ng ml& ding: @splran n: W §
Dose [l or kg/ha]: 2.0 &Hands %\Sloves @ o ®)
Work rate [ha/day]: 20 1§§E durl@pphc Res 'ﬁs@;lon @) Non@ @
Body weight [kg]: 70 N) Natis> @ ©
Inhalation absorption [%] 100 % : @b Nope N LS
Dermal absorption [%] 0.3 (c cent@e) @6 @dy: & @@andarg%tective%verall
8.6 _ D(dilytidhy @’ S S N &
@~ o O
Calculation of route exposure: 5@% @@)& § S (e S };{ 9
Specific éxposure a.s. ed Estimated exposyrt mg/k@’/day]
Route [mgfkg a.s.] [kg/day] @ I}L&PPE @?{educg}\@ﬁ facter HRYPPE
) (f@ @ K @ I = Inhalation
Im= é\”o.oog’@@ %o 20. 9% 0.00 % Q10 é& &\0.002286 D = Dermal
D) = @ 2. § 2 O o.sé’ @ oo 0.005714 | M=Mix/Loading
Ia= S é@l o 00" 0400286 2 40 @ 0.000286 | A= Application
Daw) = 0.06 20.0 B0171 @0 @ 0.017143 H = Hands
@)
Dam= QO @0.38© é%zoo @ %%.108 §1 0 0.108571 | C=Head
Da®) = @ @\Q 1.6, 20.0 9 0.435’@ 0.082» 0.022857 B = Body
1)
S Y
e W P DY T g o
Absorbe@e: DQ @\Q @7 r\Q ﬁ PPE(% With PPE
° o2 @ o« Fstimated Systemic Estimated Systemic
AN \ Y
Route Q\) & @bsog}\n@ [%] \}c)ute gsure % exposure route exposure exposure
gQ %) Q7 [mg/kEBw/dayp, [mgkg bw/day] | [mg/keg bwiday]  [mg/kg bw/day]
ENSEIRNECER QS
Dermal: @y Migf)dadin > O @ @%.571@ 0.001714 0.005714 0.000017
Q Applicatio \\ N6 N 0.582857 0.050126 0.148571 0.012777
Inhalatipn: Mix/Loadiig NS @) @@ 286 0.002286 0.002286 0.002286
@% Appligation <Y @100 ox $0,000286 0.000286 0.000286 0.000286
& w 2 R Té =[S 0.054411 0.015366
N N oY
5 NN
N ¥ o ) Q
o’ & Q
S} %,
&3 o
SE s
Q-
& SENS
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Table 7.3.1-2:  Calculation of operator exposure to fenhexamid using tractor-mounted/trailed
broadcast air-assisted sprayers (German model, without and with PPE)

. <
S g
Operator exposure estimate: German model. Tractor-mounted/trailed broadcast air-assisted sprayer 6 @y
Product: Teldor N @V))
Active substance: fenhexamid a.s. concentration: 500 [ r kg] °N
Formulation: WG PPE during mix/loading: Respiration: one § @ 2
Dose [1 or kg/ha]: 1.6 Hands: R Gloves N o @
Work rate [ha/day]: 8 PPE during appli: Respiration: @ None R \\ @Q
Body weight [kg]: 70 V Hands: Q None @@ @ % &
Inhalation absorption [%)] 100 & Head: © None % @ @ @)
Dermal absorption [%] 0.3 (concentrate) @ Body: S Standaf@protective 0ver@© a
8.6 (dilution) A Q (2N & &
@W @& X O ¢4 @
Calculation of route exposure: @'\ O\ @y K\ v @
Specific exposure a.s. handled K CEstimafedexposuie[mg w/day.
Route [mg/kg a.s.] [kg/day] I\@PPE g}\’ Red@%n fa /% W@QPPE&
@ Q N I alation &
Im = 0.008 6.@\% \@0.003@1 leo% ©> 0000731 gﬁ(em @
Dyis) = 2.0 gL 0%@ & gg oy 003829 MMZMi&ing
Ia= 0.018 w> Q001646 LN 1646 A= Afplication
Da) = 12 OF4 & Q10978 @i.o @Q @097 H%ands
Dam) = 0.7 & 64 @ N 0.064 N 1.0@ @©0.064 € Head
Dam) = 9.6 Q s o 097 O 0® A 00686 ka8 Body
RS L T I
SRS Norrg® i
Absorbed dose: N -~ 2 No PPE_ o éa ith PPE
NS @ Estimaf&d Sys N “Estiméted Systemic
Route o\@ @\bsorﬁg [%@route xposureQQ exﬁ Srout osure exposure
A [IQ@ w/dagR [ng%(g bw/day& [m, w/day] [mg/kg bw/day]
% @ %k@ N 0 o\ @ % o\ 2
Dermal: X¥Loading @ @3 §0.1 7 0.0063% & 0.001829 0.000005
plicatity. Q) Qe 29 @ 0090423 0.2176 0.018714
Inhalation: @Vﬁx/ o@ng AN Y00 N °& 0731 9 0731@J 0.000731 0.000731
A App&tion S & 100 @% 40.001646 001648, 0.001646 0.001646
N o O  @oval=[ <& 0.093349 0.021096
N N N &
> o O & & N
A 2 .9 & O v O
FOFLT e
5 & & 5.~ S
SN ~ L S
o O ¢ .09 o O @
QOO O N O D
Yo K &2
S\ L 4+ 9 @
o & @ &S
@7 N Q @ ©\
S 8 S &
N NS N
v o @ &©
N N
SECSIV N
@ < Q" & ©@
& &S
N Q
@’ @@ @ o
@ & v o
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b) Estimation according to the UK-POEM >
Using UK-POEM only the application in tomato and strawberry were assessed as the model co ns@
no data for application in grapes. With UK-POEM the highest exposure is calcufated by com@ @%6@
maximum dose rates with the minimum spray volumes. Thus, the following @umptmns ark mad

each scenario:

R & @
% N @
Field crop sprayer VCQ Q@& @& @\ t4\9@ &@
Treated area: 50 ha/day & O %, QQ < Q&©
%@ Q& &© & @© @
2) N
Max. dose rate: 1.0 kg a.s./ha fenhexam&strawberr% Q \© wg@ @@
Spray volume: 1000 L/ha S RS & % @b N o
Cal S T @
Max. dose rate: 0.75 kg a.s./ha fe@%xam\g , (tm@ato)6 % ©@ @j @
Spray volume: 300 L/ha @} o\ @} Y & S é\g %o ©§
ST & & vy o & o
O &5 & L S & & o
Operator body weight: 60 kg @ > S ®\ ©@ Q) SO
o 2 & & Hs SO
Taking into account these p@eters\he exposure 1@9 estnf%atedHO@S & Q
o O & @ ® S S 2
N % 9 § @& @@“ o @
v e O N .08 WO
S TS e § %0
@ N A Q© @ @
N O S RN 9 @K NS
SRR WS
¥ £ O O g P8 e
A S 5
N & @ PSR
&@ \@ O\Q o Q° \© ) \©
Q Q
§ RN > & >
@ 9O g © o .0 @
Q OO JO SN & D
¥ K &2 o
<) S o L2
@’ . &) Q @ @ o
N AN NG ERAN)
S @ &@\ O
@%
Y AN
& S @
% Q
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Table 7.3.1-3:  Calculation of operator exposure to fenhexamid using field crop sprayers in strawbelgf 6

(UK POEM model, without and with PPE)
S
THE UK PREDICTIVE OPERATOR EXPOSURE MODEL (POEM) WITH GERMAN MODEL I\IDI-'LOAI@ATA (75th PER( TLE}
(S O O
Application methodl Tractor-mountedftrailed boom spraver: hydraulic nozzles LI @ o\Q
Product Teldor WG 50 Active substance feRhexamid @Q @ 7@
Formulation typel WG or 5G LI a.s. concentrationsy, 500 mg[;% o @
Drerrnial shaorption from product 03 % De @sorption from sp 8.6 ¥R, > @Q @
PPE during mizloading| loves ~| PPE during appli I'None S %, é
Dase 2 kg productha Work Ve Si-ha @
Application volume 1000 Vha @ Duration o&praying' 6%) h @© @
&F T N 3
DEEMAT EXPOSURE DUEING MEING AWND LOADING N ° @ \ %
X N . T T AN
Hand contaminationfg a.s. 572 mglg as Q& @ @ R Ry @ °\ R
Hand contarmnation/day 286 mgfday @ @ @4\9 @é% @ @ & % .
Protective clothing Mone % @ Q Glove@ ® @7 N
Transmission to skin 100 % %% °\ N %61 %% @ @
Dermal exposure to as. 286000 mg/day L N AN &6 § ] m%g?y éﬁ % §
S . R Q
INHALATION EXPOSURE DURING MIXING AD%% W\ﬁ & > L @ §
Inhalation exposurefkg as. 0.036 mgikg a& @9 \ R \ § @ @
Inhalation exposure/day 1790 mg;‘das@ 6 @ @ @Q @ o\%
EPE Mone 9 @@ @ @ & @ Q
Transmission through RPE 100@ N > @ Q SN
: S S @ Q
Inhalation exposure to a5 1. ?9%1’1’18}{01&3? § I & . @ @
N
DERMATL EXPOSURE DURTNG S>PI@1’ APPL@ATIO @ @ @ @ N %
s ©
Application technidque Tractor-mbuntediithiled boom sprayer Eﬂ§uﬁc n@s ©® o @
Application volume Lo 1000 @a 6 S é qx o\@
Wolure of surface contaraivation @ @ @ @ Ro @ &
Distribution @ s Q)T LQ NI
N % N - 10%, su Qo & @
Clothing O S NY @ X

Hone & Permgeatle Pe ble
@\ B

enetration @ %4 E
- O gf%@ 0.0/5 N Sg%m@gb Q @

Dermal exposure

Duration of exp € 6h @ D
Total dermal exf %to spray @&H_SS @ @ @ Q@ \@7
Cone. of a.& ray solution @ 1 ‘tnl N @ R . @
Dermal exposure to a.s. °\ 41.5’§Q mg;‘dag% ©@ N %\

NOLEEE NS N & é&

Dration of exposure@ @

Concentration of a. @spr&y @ @ mgfns&\ X N @
Inhalation exposyre to a.s. 6 ’%T’Q 2 @
Percent abso @ 1009 @ Y . R
Absorbed @ °\ 0.06 day @ NS
N

TINHALATION E}@OS@D G sﬁqg %\ w @
Inhalation exposure to spra; Q 0.01 @’ °\ @ @
. o @

Q 7 Q

ABS&%ED DOSE R No@% Q@ @ “With PPE
oad @ phcahon @ Mizload Application

Dermal exposure to a5 286, 00& @0 mg/ 2.860 41.550 mg/day
Percent absorbed & %% 3 w86 % 0.3 8.6
Ahzorbed dose (d@route)\ 3.573 @gfday 0.00% 3573 mgiday
Inhalation expo& toa S@ o O.U%@ngfday 1780 0.060 mgfday
Abzorbed do@ @ § 3633 moiday 1759 3633 mgiday
PREDICTED E l' @
Tot; @orbed o- 13 mgiday 54318 mgiday
Ogefator bo 60 kg 60 kg

Operator@sure 01047 mgileg bwiday 0.0905 mgikg bwday
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Table 7.3.1-4:  Calculation of operator exposure to fenhexamid using field crop sprayers in tomato o
(UK POEM model, without and with PPE) @

> @® ©

THE UK PREDICTIVE OFERATOR EXPOSURE MODEL (POEM) WITH GERMAN MODEL LILY.-‘LOA;X@DATA (75th PERCEN TI@@
(2 B

App]ic:ation methodl Tractor-mounted,trailed boom sprayer: hydraulic nozzles LI @Q §\ 7@
Product Teldor WG 50 Active substancefenhexamid °\ o\
Formulation typel WE OF 53 j a.s. concentraty "N 500 N @
Denual ahsorption from product 0.3 % De absorption from %ay 8.5 @ %
PPE during mizloading| cloves ~| & PPE during app@atton Hone N NS
Dioze 1.5 kg producttha %@ Wn@tefday' &Qﬁ(} ha Q @© @
Application volume 300 Lha Duration prayi@; ¢ 6 h& &
o4 @ R O ¢ @
CARS EERAN
DERMAT EXPOSURE DURING MOING AND LOADING % ‘ @ v %@ @6 N RS
Hand contarminationtog a.s. 572 mglkgas. @ @ é’ 6@% b@ @ & % .
Hand contamination/day 214.5 mgfday % (@%” @ Q & Q @7 @&
Protective clothing None Ro N N 6 G%es ®
Transmission to skin 100 % LN @} < NN éﬁ s §
Dermal exposure to a s 214 500 mgfday Q@ K\ % @ %©2 146@@@@ @ @
INHATATION EXPOSURE DURING MG A@%Q LOAI@%} Q\Q o \@7 § @ § ‘z’\?®
Inhalation exposurelog as 0.036 mgfkg@ @ @ @ @ @ Q) N
Inhalation exposure/day 1.343 Vi % g @ @@ S @ Q
EFPE Mone "\ @’ & @Q @ é
Transemission through RPE 108 § o . S %
Inhalation exposure to a.s. 1%3 n@da& @ @ @ D o\ @
. %) § &, N A S
DERMAL EXPOSURE DURING SPRAY A%ICAHON @ @Q RN §
Application technique Trackhe mount; ed bo@ sprayer. drau& zzles S é qx N
Application volume @ 30 pray@ @ @ R @ &
Volurne of swface contarmination @ 10 mlh @ @ @
e N Q @
Distribution @ @nds AN Trudho NLegs o @ @é& @
<O ©\ 65% N (0% N\ 25 % &\ A B,
Clothing ©© o ergy  Pespitie R{ﬁ@é@e N § ] )
Penetration Q@ 108% 5% 5% & O @
Dermal exposur@ 6.5 @ (E\j,}
Duration of exPasure é}? 3 N
Tatal dermg& sure to spray @ 41, 55&@ @
Cone. of a.5. in spray solution °\) ?\55
Dermal exposure to as. @ 103595
INHATATION EECPOS%E DI@%} =P,
Inhalation exposure to@ray O 0.0kt
Duration of expos @ @
Concentration of Qs in spray @.5
Tnhalation @ toas @ 015
Percent ab ed N 100
Absor% dose § @
ABS&BED DOSE I‘@f’PE With PPE
@% Mizfloa & e,m Mizload Application
Dermal exposure to,4% %%4.5 3 2,145 103.875 mgfday
Percent absorbe@ \ 03 8.6%
Ahzorbed dose (&ermal rony @44 @ 0.006 8.933 mg/day
Inhalation@re to E@ Q.343 @ 0.150 mg/day 1343 0,150 mgiday
Absorbeg dost @Q N 1986 9.083 mg/day 1349 9.083 mg/day
Y
P I@%D (o@ SUREQG@ X
Ter bsorbose 1T0ES mgiday 1043222 mgiday

Operator@ weight 60 kg 60 kg
Crperator BRposure 01345 mgikg bwiday 0.173% mg'kg bwiday
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¢) Estimation according to the Greenhouse Model @
D
Exposure is calculated for spray applications in greenhouse (strawberry, toma‘to@@ @® S
<

To address a data gap for hand-held applications in greenhouses, ECPA &nducted seven operitor
exposure studies during the period of 2002 to 2006. Details of t@cation andShe @op a;\@f@

A
summarized in the following table. VC@ @& é}” @\\ @@
o § &
S S
Table 7.3.1-6: Operator exposure studies in the greenl%@% Q& Né\g Q Q o
) X ° f Qferators &
EOEM Study Country Region Q@ Crop v@). -
N Rix/Loa cat
ID- - s S ﬁ&ﬁl y;@
2 Spain Almeria @@Pep&e?% SRS 32
3 Spain Almerja §’ Cu@gnbelQU@ © 10, v é (\ﬁ o)
10 Italy Tuscan&%”enoeﬁe%\ /;lﬂ&ot Plg@ &ﬁ N 1@ & 10 §
pain Mur(((@/Allc te | Cucﬂ%ﬂber@;\g 10 @ @ 1
13 Spain V@scm/Al@ante Tomated @ 19, >, %10
14 Italy @ @ Sigilly @ @§ Me@@ S 10 § S 20
- @ O
15 Italy @ ?wnl&»@ g g}\lon & R © N% J 10
NA:notapplicable & O @@ © . § @ '

The studies were co@ﬁcte@cc ing t@OEC Q> ulkﬁce a& W% GL&\:omphant for the field,
analytical and reppha@sgs incluglin “Ssessment r@ stlgles wege monitored by ECPA and
conducted usmer%{mnallxrec%émzedee\\traciﬁeesear@ omgﬁz 1&}%
& O © NI @

Briefly, th% expos@’e was det@mm% 1@ stan@rdlz%g pas dosimetry methodology. This
entallew use of i 1nn@§ and*é#fer (@meters foré’g\@dy é@osu protective gloves and hand washes
for hand’exposure, f%c and\n%

a suitable collecti Qa device locgted in %he bregfhing @pne %collect the inhalable fraction of airborne

les. X Y
particles @ @Q @ O@@’\@ @@ @j@

QO >
Analysis o%the work pra@fces @ exre (& has&ntlﬁed four exposure scenarios:
High cr@>0 S5m): | Q @ %

. Standard sc@arlo %&nmg@ican@mta@&@nh treated foliage
. \ Intensive scenam@a d1@§t coné%t W@reated foliage

ck&ashe ad exposure. alatlon exposure was monitored using

Low crop (<0. S@ﬁ SN @@ @
. Sta rd e%lrlo mgfﬁﬁﬁcan@ontact with treated foliage
. Inct@nsw@eena@ d@et contabt with treated foliage

@

In th%ﬁ@ta@d’ t@arjé}operators wore polyester/cotton standard working coveralls.
S

2 OECD (1997) Guidance Document for the Conduct of Studies of Occupational Exposure to Pesticides During Agricultural
Application OECD Environmental Health and Safety Publications Series on Testing and Assessment No. 9
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In certain cropping scenarios, where contact to treated foliage cannot be avoided rair@uit
coveralls/trousers are commonly used. Exposure of these operators was determined for an ‘Int& ive’@@
scenario. > @®
& &
Algorithms using the 75" percentile of the exposure distributions have been devel ba@l on,,
normalization for the amount of kg a.s. handled or applied,, These have been generateNor each of
four scenarios’ data sets and incorporated into a Micrgsoft Excel- @éd model %@eenl@se g&@del
v_2.1(20101223).xls]. & %o Q < Q&©
@ > O o
N Q © @
The model has passed through a workshop w@ European%axpelgts@’rom %m@@ Statés a @Qfas
@
further developed during several commentlng&gerlod@fgccordﬁig to %he re ern of MembetsStates
authorities. %G @ & % o
W\% o @ Q % § © & &
More details about the model and the @eﬂ@i@ stud@ areig,lven @ %\ @ é\g ©§
X
Report: KIIIA 7.3. 1@ Members o the% PA@cup@ona ind B@and@@Expert

Group, Ogt 2 IQfRew Q Q

Title: Southern@®uropean Gg;\qnhous@(/[odéﬁjver@%v O S

Document No M-400719-0141_ O g S © %

Guidelines: OE,C@(]99@Gu]@E umglt for the Con@ct O@Jdle f Occupational
Expos c@ Pesticides 10u§ % pplication O Environmental
&alth @§ Publlcatloﬁgle&on TeSiing &d Asséssment No. 9

GLP /r es& Qg > \)@ @ _
”\9 \ \9 @) N @@

N
The high cro;@ nar @ppl@sﬁbr @@ ap @tlo%)&f Feghexamiy WG 56 in tomato. With regard to the

crop the intensSive @enarl&canrg%t be exc uded@nd ce, 1@&13@0\7&1mated The low crop scenario
was usedv{c%f2 the applicsgtion i ra@y @th appli n Q@ﬁswe contact with the crop during
apphcﬁ@l can be exélnded. @hus, on standded scettario wh3 considered.

& < ISR o & N
The following a@%ptl@s ar @ade@a . %@J o ©©
©©Q N O > O @

Treated area@ 1 ay'ss 8y N
Doserate:% RT3 ke@s /hag ) @g@ %@é
@’ o\@ Q @ ISEREN
Q NS L9
N S S S
- © &@\ @ &©
@%
P &S
@ Q Q & ©@
o & o
< & O
- SIRN
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Table 7.3.1-7: Calculation of operator exposure during greenhouse application, o 6
High crop - Standard (Greenhouse Model v_2.1, without and with PPE) @ IS
%Q\
Operator exposuwre estimate: Greenhonse model. High crop, standard @ @ @
Froduct: Teldor @& N @
Active substance; Fenhexarmd a.s. concentration: 500 [gl of kg] @ N
Formulation: WG PTE during mizloading Respiration: t1e Q & S
Dose [1 or kgtha product] : 1.5 Hands: &&Gloves ° N &
Wotk rate [ha'day]: 1 PTE during appl t: Bespiration: @) Mone g}’ Q\ @ @
Body weight [kg]: 70 Hands: Q Gloves @ @ X é
Inhalation absorption [%0] 100 SN Head: S Hone 67 Q § (i%
Dermal absorption [%6] 0.3 (concentrate) %@ Body: Q QCover% & @) @
26 (diution) s & QL ol ¢ @
AR N YRR
Calculation of route exposure: & (@) @ v N ‘N v
Intermediate exposure figures @ < 6@'\ @@ @ % .
Route [mgfkg a5 ]used to calculate% a dled@y Q Estinatt d ex&sm’e [mg@%wfc@' @&
"Estimated exposure” forg JEgdayiN, A A~
"Tprotected” | "Protefed" N @7\ nprodeed *‘@.e ductioi@ttor | Prote@
\Z Y B, 0N RS & O I= Inhalation
I = 0.013344 (@Q N . @50 < 0.@1429@@ @ D= Dermal
Dy = 2.295118 %.02968@9 Ng.750 % $ﬁ2459@ @ N @9%31810 M = MixLoading
Iu= 0676955 Q & & 073 @ 00724309 Q < N & = Application
Doy = 0.206061 @ L @ U@ @ 0.0%636 @ ©©> % = Head
Dacy = 25190388 omlss% 0o N 0@ 970, Q©° 0.0002320 H = Hands
Du) = 17.08412% éi)\g §) %}0.?50 Oy % 183%%1% S 5 E = Body
% O )
"~ N @ & & & v &
Absorbed dose: O S O S Ul;_{@%cted% Q)  Protected
@}stenﬁ@ E@ted route Systemic

r%@ E@t drows
Foute @ 02 xpos@ @ exposure EXpOsUre exposure
§y S P ] [1ngficg boway] . G lmglkebewiiay] | Lingfce breiday]  [meice brwfday]

< S v &
Demat 5O oading) 6\33 K@ “8&21591@ @%{jmza&” 0.000318 0.000001
(@pplicatihn 8.6 o\%&lél@ Qu.03 0.191913 0.0165045
Tnhalati$@ Loading 1 &@ 0.0001447 @ 0.0003#297 0.00014297 0.00014297
N Apflpation O 0 0,807253 O ve7es3 0.007253 0.007253
\@ . D Totabsp , © oc_H047165 0.023901
O N
§ NS N > O >
o § > S & O
o O ¢ .© o ., 0 @
W OO S oD
SRS %Q & @
=) % S @ %
S ¥ & Q
¢ . @ & Q
@ O é@ ~ @
% Q
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Table 7.3.1-9:  Calculation of operator exposure during greenhouse application, @ S
High crop - Intensive Contact (Greenhouse Model v_2.1, without and with PPE) Q\ @
S O
R 5 €
Operator exposure estimate: Gl‘eenhﬁ;e mmleﬁgh crop, mte-n';ne contact with treated crop o\
Product: Teldor % @Q @ &
Active substance: Fenhexarmid a.s. concentrafion: 500 N or kg] ° . ) v
Formulation: WG PPE during mizloadiag Respiration: None v \ @Q @
Diose [l or kgha product] : 1.5 Hands: Q Gloves @© § R
Wotl rate [ha'day]: 1 FPE during agfplication: Re spiratio@ Mene 5 Q § K©
Body weight [g] 70 @ Hands§ Gloves, O & @
Inhalation absorption [%] 100 Head @) Nony & N
Dermal absorption [%a] 03 (concentrate) QO? B@: Imq%ej bug &Q@j‘g 9 @@
86 {dilution) & a° &6 °\% Lo
%
Calculation of route exposure: © (’7\9@ OQ @ b@ © f(\;x ,@% & °
Intermediate exposure ﬁgpri;\s?ﬁ o\v@J N %ﬂ @ @ @
Route [tglkg as.]usedto calcu@e s NS hand 6 @ ate,d osw@gﬂ(‘g b day] §
"Estimated exposurs" & A ;.,’ 5 o
"Tnprotected” | "]%é\;%cted O @ U@tectei\@ Ee dué% factf@@}f P@tected
79N @ 1=Inhalation
= 0.013344 @ 0.?5% 0001@ @ @? °\% D = Dermal
Dy = 2.295118 0. 9%%9 0.7@ @ 0 055 @ ©©> 0.00031810 I = MiwLoading
= 0824460 0B & 0gpesss @ A = Application
Ducy = 1.066250 @ &0 750 Q 6%01142% C = Head
Dam = not a@icable él 051@ @'0.750 9 0.0112662 H =Hands
DaE) = nofagphcau% 21753615 0. @@ @@% % @ § 0.023289 E = Body
O . .
Q & < RN I SRS
Absorbed dose & @ «@ N Tpprotegied N Protected
$ ) N @Abso on Estimgt@@oute @) Sys@mic ﬁstimated route Systemic
Route < \ N o expdaure sure exposure EXpOsUre
Q 6 ;\%[ 0l @ (gl el [ bwfda% [mgfkg bwiday]  [mofkg bwiday]
S IV N8 & © ©
Derm; % C% ob\ 0.024501 @ 0_0038 0.000318 0.000001
~ on @’ @ @ Q& N 0.04557% 0.0035542
Mﬁ&on; (34@ 100 @ 0.@N429K% 0@d014297 000014297 000014297
Mphcagp% N 1000y <’§§.0088§4 \0.008834 0.008834 0.008534
2 Tatal=| g» o 0.012932
O

@’
v O ¢ .0 o .0 &>
QO OO N o
Narrow 0 rows in greenl@se %gh crofs re #'in additional exposure via direct contact with
treated dQtiage that dAnot BQ avoi @)os kg, 15 substantially different to the ‘Standard’ crop
scenario, thus forms@ unigie ‘Inteysive @(posgscenarlo Protected operators with intensive contact
to trgated foliage I th gh erop sc@arlo ould wear an impervious coverall and gloves during
m1X1ng/ loadlng@nd apphcatl% A safgty phtase must always be 1ncorporated on product labels for this
scenario to emsure t he)ﬁ\re to cowtact with treated crop is minimised by use of spray tight

protective @hi at. Hl, type 4; h crop: overall or jacket/trousers), or avoided by use of
engi irfe @ X \Q
gineeridg conteols. ¢
¢

QO

&S S8
@ @
& o

&S
&
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Table 7.3.1-10: Calculation of operator exposure during greenhouse application, @ S
Low crop — Standard (Greenhouse Model v_2.1, without and with PPE) @ Q\ @
@ &@ ©®
Operator exposure estimate: Gl‘eenhﬁ;e mmleL Low crop, standard o\
Product: Teldor % @Q @ &
Active substance: Fenhexarmid a.s. concentrafion: 500 N or kg] ° . ) v
Formulation: WG PPE during mizloadiag Respiration: None v \ @Q @
Diose [l or kgha product] : 1.5 Hands: Gloves @© § R
Wotl rate [ha'day]: 1 ITE du:rmg fplication: RE!Splt’ath@ Mene 5 Q § K©
Body weight [kg]: 70 HandSQ Gloves, © < @
Inhalation absorption [%6] 100 (@, Head: @ NonQ & N
Dermal absorption [%a] 0.3 (concentrate) QO? B@: Imggjmous &Q@j‘g w\?@ @@
8.6 {dilution) & a° & P 2,
w\?
Calculation of route exposure: © (’7\9@ OQ @ b@ © f(\;x ,@% & °
Intermediate exposure figuy ﬁ o\v@J N %ﬂ @ @ @
Route [mgfkg as.]usedto calcu@e s NS hand 6 @ ate,d osw@gﬂ(‘g b day] §
"Etimated exposurs" @t A [l({y o o
"Tnprotected” | "]%é\;%cted O U@tectei\@ Regé% factf@@}f P@tected
79N @ 1=Inhalation
Im = 0.013344 Q& © 0.?5% @0001@ @ @? ° o D =Dermal
Duey = 2295118 @ 0.&%%%9 o 0.@ 0 055 @ ©©> 000031810 M = MinLoading
Ia= 0443280 S, o850 496%@ A = Application
Doy = 0.011454 § 0 750 @ @0012 © ' =Head
Dam = 3. ? 85 é% 000 @ 0 750 0. 061‘1@% N 9 0.0000025 H=Hands
Dam = rk?gz%oﬁ 9 & o &i@ @@% oodeos O & E-Body
O . .
é” ¢§ %@ (@\6 S ©§§ NN
Absorbed dose: @ @ «@ @ Typrotegied N Protected
$ ) N @Abso on Estimgt@@oute @) Sys@mic ﬁstimated route Systemic
Route < \ N o ure sure EXpOsUre EXpOsUre
Q 6 ;\%[ 0] @ (gl el [ bwfda% [mgfkg bwiday] [mghke bwiday]
S S S0 & o Lo
Derm %oadmg G C% & 0.02458% @ 0.0038 0000318 0.000001
S Ap ion @’ @ 0063303 (NO5616 noo41z22 0.0003545
Mﬁ&on; L@Loa(jj@ 100 @ 0.@N429K% 0.@01429? 000014297 0.00014297
A/:&gp]icag;}o% N 1000y <K@.O[ﬁldﬁ@[} \0.004750 0.004750 0.004750
N 2 Tatal=| g» o 0.010582 0.005248
2 @ § > \& & &
o O ¢ .© o ., 0 @
@ SEROEE I S
O K &2 ¢
SRRZ,
IITA 7 @ Estm@twn@ ope%toi@pqgue using personal protective equipment
NS

Estirttations of pro’@?slor@%np r4tor e)éé

ur@smg PPE are performed with the respective exposure
'~
model. Detailed calculat@ns a sun@larlekg

presented in IIIA 7.3.1.

/“’

3 & R
@
IIIA 7. 3@ N asu@m%ﬁ%f opﬁator exposure
Smce y@ rls ses nt cihied out indicated that the acceptable operator exposure level (AOEL) for

ami '&/111 ot be §goeeded under practical conditions of use, a study to provide a measure of
pe atyposure under field conditions was not necessary and was therefore not carried out.
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ITIIA 7.4 Bystander exposure

D
No EU-wide accepted official model is available for estimation of bystander exposure’\ @§
proposals were given by the EUROPOEM Bystander Working Group but the r&port is still a@raft @§1
not officially published. Therefore, as long as there is no official EU-wigte guidance &1 h&@ to
estimate bystander exposure an approach is presented in this document&%lat cons1de‘§oth$rmal@
exposure — derived from available drift data — and inhglgtion exposuqfé? derived g@%m &\oper
exposure model simulating a bystander who is exposed m similar WAy as an unpr ted erat@(,
This approach follows a guidance of the German F@ral Instltute&p or Risk Ass@ment% ﬁ '*\

@

in line with what has been published by US EP d CRD recer%y A@lj; tec 5. ils Wl
to figures and assumptions are provided in this gdance Q} \ @, 6

% % \
A comparison of the exposure estimates W1th t pro@ed @EL (@ ter&s of @cer@ O%h"e
AOEL) is presented in table 7.4-1. For (gﬁa%s &Bcha&%r III@ 4.1 % Q §
S & §
Table 7.4-1: Comparison of est1mat®%yst ic bys@ndegée\slden@xp(%ﬁ to %ﬁxa@ [m@}g

bw/d ith th d AOEL
w/day] wi epr@se A @ @ @ & @Q \

(@)

%

. ApplicationsY Sy@mlc i%osu?% I o K#
Scenario techniqu ézg@ P&ssonf . [me /l,;g bw/day 2 A) of AOEL
Bystander FCS o |&dut | © ©0.00042 @ 2
N chid? IS & oqess Qﬁ’
Resident FCSx, QPAdd D S ..00000 @017
& Vg @ & =000 O <0047
Bystander A S L[ Radule, S @V 098444 @ 0.48
$§ O & Chﬂc;% N 11@@ < 0.39
Residont -0 BARD Adytt O« 0.0008¥ 0.06
o @ O lone N9 ©©o 00050 @ 0.17
b A%Sdiz“?iﬁéai?biﬁf A S
*  C @s the 60 kg adu@nd 16. @bg child @% . @ Ro Q\@
O O & 2 R RN
Based on these @Jlts ere @10 1%7@0069@@6 rls@an‘u@aated for the bystander/resident with the
intended prof@iona]@s @enhe@@mld@G 5(@@ @j@
Q @) \ >
ITIA 7. %@ Estlm%t§n @yster é@po%@t without personal protective equipment
The following deﬁr@@ns a&gsa@ptlon& T by@nders and residents may be applied.
Bystanders and@asﬂent@%re @ invglved Q@lpphcatlon or handling plant protection products or the
professional nd11 ed@ps question arises whether it is necessary to distinguish
between b nd@@ and e&s in 1 s of the potential for exposure and health risks. However,
because @e 01 mstaﬁées h1s exposure could differ with respect to amount, frequency and

duratlag, thi em@be @onable
& & T

3
_. (2008): Guidance for Exposure and Risk Evaluation for Bystanders and
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Bystanders may inadvertently be present within or directly adjacent to an area for a short per{@@f
time, typically a matter of minutes, where application of a plant protection product is in progress or
has recently taken place. They may be exposed to plant protection productsgyainly via t]@err@
route from spray drift and by inhalation of drifting spray droplets. @,Q A Y S
3 $ o
©
Residents may live or work near areas of the apphcatlo@f plant protgetion produg{g&(e .g° Q@nm@ﬂ
working or sitting in a garden in the vicinity of the &pplication). fhey may beCexp to@m &
protection products mainly via the dermal route frofq spray drlf&@posns Fognfan nd é@dle]@%
exposure might also occur orally (e.g. through% and-to- mo@ tr%lsfer &nd r@bject $o-moptH
transfer). For large scale applications performéd)in the fiel add@ion ex sw&e®oy 11?@%1121@
vapour drift (depending on the vapour pressur&of the@twe@ a@s} is ggnsid ‘\ o
& >
@ o S A oo
‘r% % 3y N
Bystander/resident exposure may occur fellowing ohaﬂ@pra%p hc%on o@mrs Bysta r/re §e
exposure is not assumed to occur follo@g ay@hcatl \ in the gre ousg® AN
Bystander/resident exposure is calcu@ed rdm e a@cat 10 le e h hest drift
value. Application scenarios causg lowe@spray%l &ﬂ b Very tl@ calc&@ on‘mld separate
evaluations are not made. Exp@ure k&@llcu d u’\ dul by RE d%gs well as adult and
child residents. s
Y 0
Corresponding exposure ec%lmateére pé@nte@ the @ﬂowmg @ @ f@
%>
~ NN QO
@ o
A. Bystander exposuie @@ %@9 © > - © kN o @
. @ . AN
Exposure calculag@ are &perfon@ acgetding @the@ @TOW@ equat@ns.@

@ NN
§
Dermal expo&@g du@@ Spray drlﬂ& @ %& @ § %
SDEs @%’x D x BSfx @he@ N
SDEg A< Systemic E@»osur@f Bystandegs via t}@%errﬁ&l Rog@ (mg/kg bw/day)
AR =max. A %aﬂoﬁﬁ(ate@fap@sQ 80 @g 2 ﬁe@crops =100 mg a.s./m?)
9

D = Drift ( 39 gra an
oy 1%3

BSA = E)ﬁ)sed ]§%dy§rfa rea @t %? m?: child)

DA rmal AbS@)thl’l 6%

BW *Body Weight (60 kg adult, 16, ﬁg %@ﬁd)
oy

Inhalation eXDO@lere due@; smze@ dl‘lf@;; &©

A Q
SIEB—(IA*@AR @§ IBYW &

Where; @ @

SIEg %= Sy @pos @of Bystanders via the Inhalation Route (mg/kg bw/day)
Ia% § = mﬁc@ﬁhak@m Exposure (0.018 mg/kg a.s. handled per day)

AR @Qpphcatlon Rate (grapes = 0.8 kg a.s. /ha, field crops =1 kg a.s. /ha)

‘V for us&@ field crops)

Residents exposed to Plant Protection Products during and after Application;. J. Verbr. Lebensm.1661-
5751/00/000001-10 DOI 10.1007/s00003-008-0361-5

@
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A = Area Treated (grapes = 8 ha, field crops = 20 ha) @o S
IA = Inhalation Absorption (100%) N @§
BW  =Body Weight (60 kg: adult, 16.15 kg: child) > @Q S
& R

Total Systemic Exposure of Bystanders % ©@ @\ &

@, &% O &
Adults and Children: SEs = SDEs + SIEg (mg/kg bw/da$j~ Q@ & §§ ¢ @
Where: & ) S

SEg = Systemic Exposure of Bystanders (mg/k @%v/day) Q& o & & o
SDEg = Systemic Dermal Exposure of Bystan (mg/kg byiday) @ RO %) @

SIEg = Systemic Inhalation Exposure of Bandet@g(’mgg@ W/&&%{ LS
(o

Y
@ <o
9 LI 6 &
Detailed exposure calculations are prese% in %Qe foll@gvmg gb ©@ N §@
@ Q" NI
Table 7.4.1-2:  Calculations for bys@er e{%osur@ fe@am@he@@phe a ﬁ@%ro sp©rayer
(use in strawberri@cover@lso the use u%ﬁomag@) @ RS
S5 (C N
N B}'staﬁer of Kield Crop, tractor%mun;p@ﬁmled@ O
Dermal exposute: N $) @@\ Dl BP0 S1LE @ °\UJ ©

SDEg = (AR *By B34 g DA) / BV § & QEDERSAR @Bﬂ@mmw
(100 x029% x 1 x@%‘@f@ g

> Q (18002 0.29% =021 x SD%) f 16.15
Ahsothed das;@sﬂ DDDE@T @mg&{{{@m‘da %ﬁbsar‘ae doseQ) 0008243 mgikg barfday

Inhalahunexpo@ Q \@ N @hal&g@ﬂpué; @
sx@@a ngx&hm@w N aa*%ﬁmxh[mmw
@01 QWD x100fy 60 &, &) Q@ (PN 7438, % 20 57360 x 100%) / 16.15

Ab@bed dose. 0000004639 mﬁ *r:n.:c::-@é@> v Ab@rbed d@% 0000009825 mgikg bw/day
@st&mm expnsﬁl § @y g @tem@\xposm
&
= SDEg + STEg N .  S§Eg=SDEg+SIEg
Total shsorhed dose? 000042 - masg bwidgy \al ahsorbed dose: 0000334 mg/kg hwiday

@W

% of ABEL: ) 0148 oY LN [ % of SOEL: 0111
Q > .9 @) 453
©@ S @@ N \@ S
¥ o K & o
=) N @% W2 %
@7 °\@ Q @ N
NN ) N
. D SN o
N (g @\ @Q &©
N N
s é@ SR
@ < Q & ©@
o O o
N
&% O @ Y
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Table 7.4.1-3:
assisted sprayer (use in grapes)

Calculations for bystander exposure to fenhexamid when applied via broadcast air

&

Adulis

N
@\@

Childre®)

Bystander of High Crop, tractor mounted/trailed

/%»

%, &

Dermal exposute:
SDEg =(ARxD xB3A x DAY/ BW
(E0x1.23% 2] x8.6 %) /60
Ahgothed dose: 000141 kg bl day

&

Drettrial exposute:

Ay

<
SDEg = (AR)?@ VB84 x DAY fﬁ@ @
(80 x L B@RO.21 286 %) (F15

0.0011 @ g}l@:wﬁda@

©

Abgorbed do@

Inhalation exposure:
SlEp=(la*xARx & xTx14)/BW
(0018 x 0.8 x 2 x 5360 x 100%:) /60
Ahgothed dose: 000002667 mzkg bw@

Q

@@

c%%?nhalahan exp@

&

SIEz = ﬂg’@@;R x A@T x I.A@Ew
(811 74203 13 £7260 xA00%) { e

A@g;urb ed %&' e 005

Total systemic exposure:
5Eg = SDEg + SIEg

&iﬁ\ﬁ%

N

@

Tnt@&ysten@expnsm

(< —SI@QFSH{Q

Total absorbed doze: 000144

n@gwfw

@é%m absithed dbse: 000116 o>

%o of AOEL: 048

@;ﬁ nf@ﬁﬂa: %@

0367
XT

B. Resident exposure

? &

A
Dermal exposure vi deposi@ausgg by spray
@
SDEg = (AR x Dﬁméwc §@x DAY/ BW
Where: @ @ S \
SDEr = Sys@mw

$

SN

difft: O

Q

\

%\
)

©

@
S

&

@pos&r@of Re@denf%wla t}@%e RO‘§ (mgfkg bw/day)

=0.02 mg a.s. /cm?)

AR = Application R&te %@ri@Z X @08 mg@é S. /@n2 = @@’16 mg a.s. /cm?)
&@\ @Q Q(ﬁe crops; 2 X mg 8. /c@

D = Drift (1. for, tise in Brapes 0 %,M for use infjeld crops)
TTR = Turf T%}sfer le @&@%) %@’ S) >
TC — Transfer CoéBficiertadul’Z 7300 cm*/E thild:S 2600 cm?/h

¥ @é U T3 elgg 2600 e
H = Exfosure Duration (2 &EII'S) N
DA =Dermal Absorption 8 or @he%@hd)
BW @ody Wei @@adul@ 60 kg, ch& 1@\5 kg (child)

u N
@

Inh\latlon Exposure (\@’pou@rlf%
SIER = (AGR IR N% /§ <
R = ( C@ ) “

Where: @ @

SIER @Sy& ic F%}posu@of Residents via the Inhalation Route (mg/kg bw/day)

@ @
Nk

4

@Hbome Con@tranon of Vapour (mg/m?):
¥ Pa at 20 °C. Acc. to guideline the compound is a non volatile substance (vapour pressure

vapour pressure of fenhexamid is very low:

<1 x 107 Pa at 20°C). Thus, resident inhalation exposure can be estimated as negligible (i.e.

airborne conc. of 0 mg/m?).
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IR = Inhalation Rate (m*/day): 16.57 (adult), 8.31 (child) o S
1A = Inhalation Absorption (%): 100 \@ @§
BW = Body Weight (kg/person): 60 (adult), 16.15 (child) > @®
&F .
In addition, oral exposure of children is estimated as well by the following equations. & @
Q ¢ 2
Children’s hand-to-mouth transfer v RN Y
© ) N

N R g & &
SOEw=(2 X ARX Dx TTR x SE x SA x Freq x Hx OA) / BW &© s 9 $ K©
Where: N Q o & & © &@
SOEu = Systemic Oral Exposure via the Hand@f@/louth Ro (mg@ bw/day) © %@ @@
AR = Application Rate (grapes: 2 x @008 °.s. /et = Q16 mg d.s. /en?) ° S

(field crops:@x 00 m é}?’ /c O.%@g a.@’/cn& <\ %
D = Dirift (1.07% for use in grapes and 0.24%% forse ir%%e d 01%5) @Q @j @
_ : N R %o §
TTR = Turf Transferable Residues (@’6) N @ | o %\ Q> é% S
SE = Saliva Extraction Factor (@6) @x& é\’ & @9 §J @ @
_ INCEEAN YD N %

SA = Surface Area of Hands cm®) SN @) @@ Y
Freq = Frequency of Hand t@/loutgf@o e@ts/h@ @® @ ©© @@ . S
H = Exposure Duratiogg@ hour¥) AN @ ¢ @)
OA  =Oral Absorption@;% = %@%) §9 @& @ S @ 2

X
Children’s object@%no&tli@t)r w\ér Q@ § §’ @
SO v sSs F g o
SOEo = (2 x %m D@FR@ IgR g@A) @4@"’ D 5 § %,
Where: o8 Ry % o\@ @© O %@
SOEo =Sy¥stemic Or xp@re vi % Ob_@:tt out@out&@fg/kg bw/day)
AR @Applicatipatq © (grapes: @%O.QO@ng a%y /cm2\ ©0.016 mg a.s. /em?)
NS &\ @éld ;{@)S: %0.0 ‘fag a.s.Fem?= 0.02 mg a.s. /cm?)
D = Drift (@7% use@ gra@s and. 4°/gor us&@ field crops)
DFR =Dis@dgea§® ol'@ﬁ{esi@es (2@;) . O v
IgR = Ingéstion Rate @M ing ras@ay @ cm?)

ASEI
BW =BodyWeight°N1ild%l6.l(%@) ©§ SR §
o

OA al Absorpgign (‘V@ 00%) @ Y
BW “'Body Weight (child™ 1615 ke~ )
N v & F Qe

Total systemic @posure@jf reg%”ents@ then@@imated for
Adults: S SErsSD mg/@w/da

Children: SEx'= SEEx + SOEi «§OEo (mg/kg bw/day)
Where; @ @Q © §

SEr @Sy@nic @pos e of Residents (mg/kg bw/day)

S@ = temi@)er@l Exposure of Residents (mg/kg bw/day)
SOExn @ystemic Oral Exposure via the Hand to Mouth Route (mg/kg bw/day)
SOEo == Systemic Oral Exposure via the Object to Mouth Route (mg/kg bw/day)

Detailed exposure calculations are presented in the following table.
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Table 7.4.1-4:  Calculations for resident exposure to fenhexamid when applied via field crop spra{gy L

(use in strawberries, covers also the use in tomato) @ @Q v
S )
Adults | Chilffen R
Resident: Exposure afier application with Field Crop, tractor mounied/irailed (@K i,@ &)
Dietmal exposure: Der@ P OSULE: *o ;%\ N L
SDEp=(ARxDxTTRxTC xHxDa&) JBW VSDER=(AR§%<TTRxTC xDA) %@ &
(0.02 x 0.24% x 5% x 7300 x 2 x 8.6%) £ 60 < (0.02 x 0 24D 5% x 2600 x%rﬁ%}@.lj O
Abzorbed doge: 000005022 mgkg bwid Ql@ Absurhed@se: &Q.DDDD%Q &mg.-"kgh & < 0
Inhalation exposure: @C’ Inhalation%a@us%re@ Y O © @
SIEg = (ACwyx IR x[4) £ 1000 x BWW & & Q@' SIE%\— [:AQ{?@’R xl BW\% :§
(0 x 16.57 x 100%) £ 60 @) @ éﬂ @D:ﬂ%}@’lﬂﬂ? 6.15§ %
Absorbed dose: 00 mgfkgtufd | D bsorb@dosex IS Qng;k@m >

SN alex%@xe u-m%aj tra@%r): %,

o @02 x 024 x 5%950% 1 2% 20
R o © S ab@%e%é@ &@594@5 mg@%wﬂd

&
@ . Q
& R SUEMS (AR Q=TT Ex Fre X OA)@EW
R« S SO S §

100%:Eo16.15

@@ O\% v @\>Oral Q&% ;mjecptnﬁuum@sfﬁ
. AN SOEQ=(AR\§@ x DER x 2R x O&) / BW

N L o @ ]
@ xu. o X i] .
2 S) @© § (.02 g%@‘ @«25&5@@;1615

~ SN ¥
A o & (}7@ o @um&d does *’ﬁmen@ mefieg bwid
Toial systemic expos@e: @ N Tg\tﬁsysh]@: exp;}%zm: &\

@,
SFh-SRER+5I O Y | ' GSEm~- SDEg + 5IEg + SOEx + SOE,

Total hsorbed dose: 00800502 %ﬂ@mi °Mﬁﬁ>m1@?nmd@}se: 00141 mg /g bwid
% of QDEL: O 0167 > | @ 5. % of WOEL: 0047
S S e & o O
A \@ \@ S \@ % \@
@ Q
§ RN > é >
oo e &
@ O & .0 o . O %
Q O .0 SN S D
¥ RN &2 ¢
< S oF LD wl
@7 NS @ @ N
i AN NG ERAN)
R v Lo @ @
N (g Q\ @Q &©
N N
A & &S
& S @
% Q
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Table 7.4.1-5:  Calculations for resident exposure to fenhexamid via broadcast air assisted sprayer @e 6

in grapes) N @@
Adulis | Childreh @7 &
Resident: Exposure after application with High Crop, tractor mountedfirailed Y S
Detimal exposure: Detmal exposure: S K &
EDEg=(ARzDxTTRxTCxHxDA) FBEW DEg = (AR 2 D FST xTCxHxEﬁ)!EH{@ [
(0.016 2 10T x 5% x 7300 2 2 2 8.6%) £ 60 V(ﬂ.ﬂlﬁxl.ﬂ??@@ oxEﬁDDxE:@@)! 5 %@ &@
Abzothed doge: 00001791 mgikg bwid v& Abzothed ci;:@ DIDDDB?& m@hm‘g\@ Q)
Inhalation exposure: kagfnhalanun ex‘p@xi@%Q § & @) & &
SIEg = (ACwyx IR x 1A /1000 x BW @ SIE} Cyx IR L4 /O &) @
(0% 16.57 x 100%) £ 60 “ & é@’ &Mmg@a%ﬁ@@ 5 \“\7 2§
Ahsotbed dose: 00 mgile bwid) @ %%@Drhe@se: h@ﬂ ] @g‘kgh&{d
% . & C{a@xpusw@%hm%u-muu@ﬁmsf&@ @ @\
S @s@Ef@mmJ R;@QQSA eqx&x@ﬁ)@
A

9 m.mnmg@@%%@%xz x2 xQ0os) 7 D15
bsa@é@’dos&@ 0.0002§ gfkewid

§
Q @&1 e e (Dh@btn-r@\ﬁh tra@\f{arj: N
@ |, %@ @’@ @,@ D@Rxn FR@:{C@;BW
«:§ > ©© o s @.%@1.0079@20%@)25:{1009@{16.15
© é N4 U sy bsorbed dse 00053 D mgkgbwid
Total systemic exposure: % [(§ @}Futa]@te i expusu.t%v &
SEg > SDEgy STEgs ~ & N SEp= SDEg + SIEj+ SOEy + SOEg
Total shsorbed dose¥ 0000179 &> wig'hg hwid> ahsvhed dose: 0000302 mg/kg bwid
%nf&gjﬁ;: Quosgr. ~ S s, | Y Gorsgr: 70167
o & S é K@j %\a& & § ~

N
A 7.4.2, Méasurementaf bystand equ§re @© @;\’@

. %,
The p@ted systemé}\gbys der/@dent expo is@@bway@well below the proposed systemic
AOELs. herefore,"a%?fudi%&o proxide a ée\gsur&o b stande&%xposure under field conditions was not
necessary and wa ereg)re no rriesgeut. F@v?%’ detail® see%m 7.4 and IIIA 7.4.1.

D S

KT e & @

©)

@

Q.0 O O N S
MA 75 Worke@xp@e & 2 >
y >
F enhex@d WG 50\1@ intefided for@the «@ray freatment in tomatoes, strawberries, and grapes. In

grapes work activi@% aretysks @e pr1@§’ng/ inning/harvesting which are done by farmers usually

thrc%ghout the growing @ason@ strav%en&@ and tomatoes the relevant task is harvesting.

Y
A comparisor&@f the corre dir@@xpo@re estimates with the proposed AOEL (percentage of the
AOEL) is p@emeﬁg ta .5—1%6%@(1 calculations are presented in chapter IIIA 7.5.1.

> QO &

> S o

Table 7:8:1: Q@ Co parif estimated systemic worker exposure to fenhexamid [mg/kg bw/day] with
@f O~ tifepropesed AOEL

o’

N &) $ Systemic exposure % of AOEL
&7 & rop
2 [mg/kg bw/day]* [0.3 mg/kg bw/day]
@%Tomatoes / Strawberries 0.260 87
Grapes 0.224 75

* Assumes a 60 kg worker. Dermal absorption of fenhexamid of 8.6%
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Based on this exposure estimate there is no unacceptable risk anticipated for the worker withthe S

intended uses of Fenhexamid WG 50. . N
Q\ g
@ @ @
& N
ITITA 7.5.1 Estimation of worker exposure without personal p%otectlve qu©u®me@ %
Calculations are performed according to the following e%gﬁion: @% g}g\ @\\ v\g@@ &@
E = (DFR x TC x WR x AR x Rx DAYBW O N SE
& > R O &
where E = Systemzposure (mglg bw/day) « g @) &@
DFR —Dzslo@able Joliaryesidued) ga%mz QO o @@
7C =T r%sfer (egeffi cz@ (cn%@ers%%’) @6 ‘\% %
WR k rate’(houts da @ KO N .
AR —%Lppll\@lomgg?e Vg(% /ha[% < © @j Q%

r PP@ % @ @é’ §
mald@bsorpion (O &
3@4 —‘@ody %@lg%?%’g/p@n) @b @@@Q @Q@ N

N @’ @
The basis for the dermal @@osure%ass%gment @ate&to t}@Q’ele@nt sce@mo& formed by a

multiplication of DFR, TC d%urat of t@woﬂ@nd application rat%Work\%es agg considered with a
maximum of 8 hours fo&mal nance @ork d ha ~ d haryesting. “The maxi @dose rate is always

applied. A calculatlon%igr pr@ ive @ulpn@n is @yt manl e &ales set J\%
KXo
Considerations org@ﬁnsf@r Coef§en‘[ YO) @ ©© & < @
N \ o
In a Tier 1 ass ene TC%used%n this sk as&?sngl%re §g@gn f& the EUROPOEM II report?.

P @}— Pr %ctlor@zcm

The followm@F C V@es e usec@ N 6?@0% Q Q @
2 S & ® >
& % o & F
Table 7%?—1: Tr@fer ct@fﬂcwnts bas@g@)n EI@OPOEM II\©
D O A O O o« S
gﬁ)p @ﬁ‘rag@ér CodBiicient§jcm? thrl
Tomatoes ) ‘o 2 <

> S N (@) A & Qp
Grages © 7| S s, -
Strawberries SIS X 53000Q)
X7 @ N
& & 1q SN
Considerations on § R: @ Lo Q @
| Y Lo o
Where experimggital DFR data are ava@le an estimation of the amount of DFR immediately after
application @be nf%e tajang 1n&acc<@nt he application rate, the crop habitat (leaf area index: LAI)
and the (I@ sibl exte@ of residues&emaining on foliage from previous applications (a possible
defaul § e LA is n&rger than 2). In other cases, a highly conservative default value for the
e

n@s ugs@ ? for a standardised application rate of 1 kg/ha. In a Tier 1 approach this

DFR @my
Va@ is w1th(@7t fu@er consideration of crop specific LAL

4 Post application exposure of workers to pesticides in agriculture (Dec 2002); Re-entry working group EUROPOEM 1I project — FAIR3 —
CT96-1406.
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Calculations consider the maximum number of applications and a conservative dissipation bet
applications. DFR dissipation is commonly approximated by pseudo-first order decay — th{@il@
reduction in concentration over time due to a variety of degradation procegses e.g. hyd@sm or
photolysis. Dissipation may also be influenced by leaf expansion and plant g@/th particulérly dugnrg
the early phases of plant development. In a first approach, a conservative %ssumptlon a @50 0
30 days is made for the dissipation between applicati g The m1n1§ewm spray 1n$e,rval 48 alw@s

applied. The DFR after n applications is calculated according to the f@wmg form@f@ \ v\g &@
S @
DFR 4 appl. = (DFRox AR") x 0.541) + ((DF ARZ) x 0. @*) +...t ((D&@o X AR% %9“) &
@ @ @
Where DFR ; appi. = DFRe appl@on&wg as@%z) @ o\ §
DFR, = Inggal D di%é tly a%r @ano@g &s/cmz)% .
AR %pplzc@%\fon réite (kg &./h Q> @7 @
d" no @ DT @gertoﬁ@ﬁer& ppjl\c@tlonég §
¢ QO & D & SRS

Depending on the crop a max1mun&9 tw@&rapeg thre&(tom&t@sﬁ@errie@ andﬁr (%@wberries)

consecutive sprays per season are@ons@red ifthis ass entTFarmes willlonly do,consecutive

treatments if the efficacy of prei%us tre@ime@gls n&@ong@ufﬁcient Low eacy is mainly

caused by a decline of res1d%}es Therefore, ccumulatl%}s of r&ldue&%l plant surfaces after repeated

applications will only occl@ to a Sthall @%ent ending o éh;g: deg§ of @h wJt is only reasonable
S S

to expect some res1dq&deca@ uldegeeur @prin da@oen@ (i.e. the req@ed minimum interval

between two appl @m) @’the@se 1@Noul§e hi y un@nce@ble er growers to repeat any
application when ve & ange dl%dgealﬂ@ ress QQ the@@hage could be preserved

completely fronfa sin appli%atlon& AN r\g
‘a @%ﬁ % K@j @ §
Further a()ss@@npﬂons/coggdera&é@s @1ma@xpos@e of ghe wo&r are summarised below:
> OIS N
N S O

<, % 2
Work rate (WR): /S &\ é\g 8 hc§ per.d day RN
Clothing penetrat; (P)% @ lk?vhlclsi?@eans @ Sp%}al clothing request is taken into
QQ

nmkmtlm@@ @j@
Dermal absO@tlon Q .
Body weight of the workef: §
@2

IS &
Det\iled calculatlons O@Vork@r expvos%re during re-entry in strawberry:
S
SRR
Ma@)um@hc n rate: AR@@O 75 kg a.s./ha
I@mber@ﬁ apph&twr@

@1m?m sp%y 1nt1 7 days

S PH@ @, 1 day
Q NE: ofDTsoperi§s: d'=(nt1+1Int 2+ Int 3 +PHI)/ DTse= (7 +7 + 7+ 1)/30=0.73

% &= (Int 2 + Int 3 + PHIY DTso= (7 + 7 + 1)/30 ~0.50
= (Int 3 + PHI)/ DTso= (7 + 1)/30 ~0.27
d* = PHI DTso= 1/30 ~0.03

/
Q
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& 4

DER 1 appt. = (DFRox AR') x 0.5¢") + ((DFRo x AR?) X 0.5%) +.. +((DFR0xA%)x05dn) S
((3X075)X05073)+((3X075)X0505)+((3X075)X0502Q§P((3XO75)Q@650@

=7.01 pg as/cm? % § @ o

E = (DFR napp x TC x WR x PxDAYBW (% & S \o\@
=(7.01 x 3000 x 8 x 1 x 0.086)/(60) X Q@ g2 RS N
= 0.241 mg/kg bw/day @& ©

Maximum application rate: AR = 1 kéa S. /h@@f
Number of applications: 3 R
Minimum spray interval: 7 days W\% \@ N @ %
PHI: Lday@ @} S S & s &
y A 2o L O
No. of DTsoperiods:  d' =G t 1%%nt 2@PH§£@)T50§7 + @@ 1)/§ 0
@ (int 2% PHI) DEy= (7 @)/3(@@ S
af® = 1&5@ DT~ 130 @ Q (&
@ @ 2 @

DFR 4 appl. = ((DFRo x AR‘@)@X 0. Sd&* ((@o X &R?) x @5‘12) + + @@FRO ") &0.5%)
—((3x10)x&5°5)% ((3x@0)§502+((3®“1 O)?%OS%N §
=7.55 Y .
ug @@m @ w\g ISP S SO
— (DFR , TQ X W@@ X P@D VBW < 2 @
-7 55 8 x 150, 0%6)/(60 N S N
=02 mg/@ w/day @ < & & ©§
. @ % % ° © @ é’}
Detailed~éalculations 6}\9 worker ex@ure durln -entyy in fomato:
% % (@) N
Coveré}by calcul%%% f{Q%w@rry S N w g\
0 v
N NGRS
Detailed calcula@@ons or§ ex@sure&%rm?e ey@;(@@in grapes:
Maxi Qu im a@%wa@ﬁ rates, R \ %a S. /%
N%lber of application ,%:,
@mmum spra@lntel@ depgﬁds @BBC@ not shorter than 7 days
s PHI: @ % k@days@ﬁowe& re-entry calculated for interval of one day as other
@ @actwltl(% thagyharvesting are possible

No. of D5 &egozg} dlnt @PHI)/ DTso= (7 + 1)/30 =0.27

o d*=PHY,DTs;= 1/30 =0.03
S @ N 9
DFR, &@@k (DE ox AR x @3 + (DFRo x AR x 0.5%) +.. + (DFRo x AR") x 0.5
& —0@%«0@ 7)1 (3 % 0.8) x 0.5 %)
Q© A {E as/cpe

E @(DFR 2wl X TC x WR x P x DAYBW

— (4.34 x 4500 x 8 x 1 x 0.086)/(60)

= 0.224 mg/kg bw/day
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s
\@Q

o,

IITA 7.5.2 Estimation of worker exposure using personal protectiée equipmel@

Estimations of worker exposure using PPE as an additional layer of cloth@ and/or gloves areQaot
performed because the exposure of workers without using PPE is accept%le. For detai@ee F@ 1.%;

Ny

and IIIA 7.5.1. v S “%
& oy &S L&
ITIA 7.5.3 Estimation of work ing dat 1 bl Dsi é” é
S. stimation of worker exposure @@ng ata o& dislogea é@'esu@ o N

Dislodgeable foliar residue studies were not peg@ed because the esggnati f wagker ex%sur&%
acceptable for re-entry directly after the applicatign when th@%prayosg@,has 9. For<detai @gee
IIIA 7.5 and IIIA 7.5.1. N 9 NS A T
IITA 7.5.4 Measurement of worl&e% ex\p@ uli\ 2\ ©@ o @j @
Since the exposure estimate carried of@indicated t&z@thec{&:epta@ op@or osu@%vel §EL)
will not be exceeded under practi€d co@ﬁmn&@f usey a {@l’y t ovideya n@%ure@gf worker
exposure was not necessary and was the%efore %)t carr'@d outsPor detgils s HA@ an&%ﬂA 7.5.1.

7

> S SRS
SRS N @ S
N § & S \@ 2
s © S @ © @ <2
I11A 7.6 Dermaql\abs%g)tion % § @ ©@% NS

9 : )
The extent of derma@bsor@%n @ enh@;ami@s i&%stiga&d inéisvo u{ﬁag the rat and a WP 50

formulation as WC@S in&itro usipg hg@an an rat@ and@ WiSO fO@lulation. Summaries of the
. . w? @ N N g Y. D . .
studies are given,in t% ollowyng gictlon@ cm@kuswn@nd )y rnm@@datlon regarding the dermal
absorption ohex@lid frain a WG form@ati@is giyen belaw. o
N . e
& o &y @
e A N @ © . .
The in a@a rat study @wa§ tha@% mean pergent ab@rpu@x of fenhexamid was 2%, following
application of the n%a@ formutation, 6% a r@presentﬁive"%ntermediate dilution of 2 g/L. and was
. . Q KL
18% following apph cat&n%at a Jower @resen@’lve c@utlo%of 0.2 g/L.
@ S )
The in vitro-giidy iate@@lat the me @erce&tage &f@ﬂ-fenhexamid considered to be potentially
absorbabl&ver a period@’% urs f%ghe formaulation (500 g/kg) was 0.15% and 1.13% for the
human @ rat skin,\%spee@vely. Dhe @an o %r’centage of ['*C]-fenhexamid considered to be
potm{i?ally absorbabfe for C%e int@ﬂdi@ dos$ g/L) was 0.62% and 1.03% for the human and rat
skinvrespectively. The n p@eentag@of [&F]-fenhexamid considered to be potentially absorbable
for the low dos&(0.375 g/L) svas 5%@% an@fzzz% for the human and rat skin respectively.
s Q° %
N
Thereforomb@ﬁg t]@@datagfom both the in vivo and the in vitro studies provides the following
estimategp uin %’vo al@ption values: 500 g/kg = 0.3%, 5 g/L = 3.6%, 0.375 g/L = 8.6%, using
b
the fi mula@bw@ Y
G &
Estim@ Human in vivo abs % = Rat in vivo abs % X Human in vitro abs %
Rat in vitro abs %
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Table 7.6-1 Summary of the percutaneous penetration of fenhexamid as an active ingredient of 2 & L

formulation S 0@ g
Zy
Concentration of fenhexamiqﬁ/kg orL) & ©®
500° s 0375 & ¢
Species Human Rat 7, Human 3%& ’| Human" Rat\k‘/)) @
In vitro %absorption 0.15 1.13¥ 0.62 @@.03 5.8/27@) @2 %@ &
In vitro H/R ratio 0.13 § Oﬂ@ gj\y 0.4@© A @©
Estimated Human in vivo % NS Q)
bsorption 0'2/)7@% %61 @@ Q &9 [ @@}
K 2: using the rat in vivo value of 2% absorption @Q Q@' %\ %@ 6 o\% N
: using the rat in vivo value of 6% orptl % & >
¢: using the rat in vivo value of 18% abso%wn ©) @ @ © S % & °
% . bQ B @Q N @j v
& N @} <O s &

~ .
S & H@

ITIIA 7.6.1  Dermal absorp&on, 1n@ivo S @Kﬂ ®\ @@Q @Q @@@ w\?@
L K
Dermal absorption of fenhg\z@nidﬁn vi% AN @° ¢ Q
% \ - S ;\\ ) @ ()
Report: KIAA 7.6:1 /01¢ 19972, =, O Q&\ﬁ
Title: L @ ion o P —UL@??] W 40@% 50 W}%rmulatlon in male
S Q&>
Organisation: @ .
ReportNo.:  ¢,7 W 6775-100, 1ssu§ oni st Janv@ry§
XS AM-00s701-06 WV N
Dates of Y @] Stadit: 19" Septembgr 1
experimegt@ work: | End: 25@ er 199 & © @ é’?
Guidel}'@: ﬁnwr ent. Prote tlon enc WS
'~ FIERA, 40§FR 158\Subg21V1510n$ Series 85-3
Deviations: Y [None o 'S > 9O
GLP: & @és S w@ s Q@ « @@V
< - S
Material an?meth%is @© Q\\ Q\ (f‘@\ @©
Rat: & @ @'ﬁf 2
Species@ain: Char iver Crlg §® strain
Sourge: , USA.
Sex:\ . Mal¢! ) @ &©
Body weights:&@ 2-21 KL KR
Age: SNAppr atel§1§7 wegs old.
Acchrnatéatlon &The@% @" acclﬁated for at least one week before being placed on test. During
& Hou&@g @ hma@ the animals were examined once daily for abnormalities indicative of
& @@ Qe Ith spyoblems. In addition, the animals were observed at least twice daily for
Q© 2) @nor@ity, mortality, and any signs of toxicity. During acclimation, the rats were
N housed individually in stainless steel wire-mesh, screen-bottom cages suspended
©® on racks, with absorbent paper liners. During the test period, the rats were housed

individually in metabolism cages designed for the separation and collection of
urine and faeces.
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Animal Ear tags. o

identification: . @

Environmental Temperature: 22 +3°C @ @®\ v

conditions: Humidity: 50 +20% & @g
Photoperiod: 12 hour light/dark cyc@ IS N

Food: Certified Rodent Diet #5002 (PMI® Feeds, Inc.) wa%ﬁpwded ad_libitum, d tbg@

lot numbers were recorded. The diet @ou‘unely a

yzed by theé@lnu&éiure

nutritional components and env1r0m%1tal contanxgrants. @ %,
& ?”\9 QQ < Q&©
. @ )
Water: Fresh water was provided ad lilytam from an@lton%m waft\\fcrmg gystem Samp]&

of the water are routmel@é@}analyzed by CH@ for Q)ta\l@hssol@gd solids,

conductivity, specified mjcrobiological @ten %electé&’ elemgnts ﬁ%avy tals
organophosphates, and ck&mat@ ydﬁ@parb%gs T sulQ§re on file a CHW
Test Material: @ @ Q & Q @7 @&
Non- Bach: TOSOR2IELBOA. [~ > & OO s S
radiolabelled: Purity =99.2%. @ @ S © w\?\ N é\f ®
Radiolabelled:  [Phenyl-UL-14CETM «@2 (fe@exalﬁ@ & L & &
< (ag NS > ©
Batch: 1065/1 S < N
Specific actw% 929 uClfmg. @ ©) @ ©© @Q S
Q) Y%é § 0 @ @ (ﬁ%
Radiopurigyof the_ rmula 1on: @9.2%_ @Q o
Structural O @ &
formula: @ %@
v
O
S AN
@
< o
@© Q @ ition of radiolabel
Formulatio% Dose S%Spen@yns d%S 2 d 6 were pared by combining appropriate
N am %mts @é $ ioac lied by the sponsor, the non-
&@ ra@oactl@ ati aand er. F&r Gro@s 1 and 4, the dose suspensions were
par@“by %&pend@g the g %prﬁlate a;m%unts of the radioactive formulation in
@Nate% se s&ﬁaens&(@é were’thoggughly mixed using magnetic stir bar, and
&
& & @

@ \
Treatment: At 459 @)urs @fore sm@@he back and shoulders of each animal were
@% shayed, a@he stiaved §gea wés, washed with acetone. The site for application of
tes

al ( xm@ly 12.5 cm2) was defined and protected by a
) sgecta r, plastic % s@, which was affixed to the back of each rat with
S cyan@icrylatg-based glue@QA 100% silicone sealant was applied on the outside of
@" the encl re for eah@ purposes, and an Elizabethan collar was placed on each

@ eck ﬁwprot@:t the dose application site.
g w\}p y 100Q1L of the dosing suspension was applied within the enclosure.
Q@ TheSv eight~of the dosing syringe was recorded before and after dosing. The test

@

% § @erl @as spread evenly across the surface of the skin site using a glass rod
§ @@ pr §er) The glass rod was then rinsed with approximately 3.0 mL of methanol
Q Q and wiped with a gauze pad; the rinse and wipe were collected for analysis. After
@ test material application, rubber cement was applied to the top of the enclosure and
was covered with a non-occlusive filter paper cover. An Elizabethan collar was
placed on the animal's neck to protect the dose application site.
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Treatment
Groups

Sampling:

@

i
.9
N

N

@@Qenc%ure @1 W%b sk}% ap 11cat1% ite, and carcass were collected from each

&
=
&

@"
S

@& é}aecc. er
&

There were 6 treatment groups with Groups 1 & 2 used in the preliminary e S

and Groups 3 to 6 in the definitive phase.

Groups 1 & 4 were treated at the rate of 0.2 g/L.
Groups 2 & 6 were treated at the rate of 20 g/L. @b &@
Group 5 was treated at the rate of 2 g/L. @ O\Q
Group 3 was treated with vehicle only. § L o
Fours rats per group were sacrlﬁce@t 0.5, 1, 24{%1 24 and 420 hv@g?s a@@

application. o

NN N ©Q @Q Q§ é\g
The skin wash occurred imrr%fately befo@the schedude e@ sa&rlﬁce @©1th tlff%}
exception of the 24-hour ar@gz hour saqple ¢ ctlon%te@s fO@Wth@le
skin wash procedure was Qz:r ormed at t 0- lgur tim@rpoingypApproxim %@ 10
to 15 minutes prior to thej che@ ed skit wash, the@’t anae\fhetgb with
ketamine via an mtral%lscul ]ec@ﬁ thlg® The han gptlar Qas

removed. The non-agg SIVQ ltei\papo?cove%r oved from e r\» itic
10 tain, W’&nty ﬁ@» gauze pawere

enclosure and pl nﬁ
removed from a abghed, p are@o pla@ copt@iner imntersed in
either a 2% Iv p%lutr@ or water. The do @ pliation was@lternately

washed and @sed@umng@he g@ze @s an® dri i our *«¢otton-tipped
applicators.@ N %y @ @ S @ %

The accﬁsnulagid pos@ eces ?gd uring ror&@wh agimal w@re collected for
Groupg@3 thiGligh 6 Im 1ately followmg e skits wa @all animals were
anesthetized with hdloth @% the €xce tioh ofuthe a@als that were to be
ﬁﬁce Gt 4 I@Jrs and 12 @)urs st d qug defi phase animals were
epa

exsan ted @1 ctu e, and@he b%od was collected into

1zed es% si ual um@ wa lleat\@d frgi the urinary bladder and

o tH\e uri ne sam Fo %th p es &5'7 skin’ " $rom the dose site (enclosure

dedpwas @mse cte(@md ®resi ual carcass was retained. Cages

@’ere V%ashe ith A; spha sol&{[}on (TSP) and wiped with gauze

p age %1pes %5 al%g A&@mples collected were retained for
ana IS .

\
@hnﬁnary @ﬁaseo @rou 2). <At sacrifice, the non-occlusive cover,

a

& .0 @

ﬁ%ﬁn@ IS (G@p 3 @Eontr@ Urine and faeces were collected from control
animals at ho p tf@os%gt sacrifice, the non-occlusive cover, enclosure,
Sk{r@was@blood, residal @ne from the bladder, skin at application site, and

@cas ere @lect om:gach animal.

Defiffitive K];lase G%up @5, and 6). If avallable urine and faeces were collected
from fgg per ggpup per time point (0.5, 1, 2, 4, 10, 24, and 120 hours post
fice times)gFor the animals sacrificed at 120 hours post dose, urine and
llectéd at 24-hour intervals until 120 hours post dose. Urine samples
Wer@coll d in plastic containers surrounded by ice for the animals sacrificed
r 24Chours post dose. At sacrifice (4 rats/time point), the following were
lle &1 from each animal: non-occlusive cover, enclosure, skin wash, blood,
cagé~wash and wipe, residual urine from the bladder, skin at application site, and
carcass.
The amounts of radioactivity in the various samples were determined by liquid
scintillation counting (LSC).
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Findings: TN
There were no treatment related clinical signs observed during the study. After a single, {§c3%§
application of the ["*C]-fenhexamid at 20 g/L or 0.2 g/L, the mean recoveries for rats sacriﬁ@at 5
hours post dose were 96.3% for Group 1 and 97.7% for Group 2. The pe@ntages of raﬁioagt@q
detected in the skin wash were 87.7% and 97.0% for Groups 1 and 2, respsctively. Ams of@%%@
and 0.57% were retained in or on the skin at the applicati@site for Gro{f}s and 2, r%pectin %
Unsurprisingly, no radioactivity was recovered from th&control gro Q@ N° 3). Th@@lean@ ovof &@
radioactivity was 91.6%, 96.1% and 94.8% for group@%l, Sand 6 re@@ctively. é\g Q @©© @Q}©
The results are presented in Tables 7.6.1-1 to 7.(@@ N h @@) @ >

é@f Y

The highest direct absorption levels, at 120@urs @t desg, W%%14%& 5.52%, and 1.70% of the
total dose applied for Groups 4, 5, and 6, r%pecti@‘y. @Q Q S

The indirect or potential absorption Wasé%fken \Sthe sg% of direct a@%np;i@ andithe amount dgfceted
in/on the skin. It ranged from 8.44%1.@5{& 2.3%@t0 <7\%\2% &1@ 0.86@}) to 2293% @%Gm@s 4,5,
ot & .8 X @O

7)
@)

72y

&p

and 6, respectively. ©
p Yy < 3 N Ko ®\ @ @@ §y s
. . . 9 9 e .9 LS .
In general, increasing absorptic® (exptessed 4% gﬁdmn@s cre d10a®v1ty@>@ersq§ exposure time

within the group was noted«for the %W§§ose <group, At higg dg{@leve%, the highest absorption
level within the groups was) obsef9ed agl¥) hout® post dose, and it gj@oul@d for@2% (14.0 pg) and

2.63% (48.7 pg) for Groups 5 and 6,(%33pect' y. 6@} @Q“ @@
QIS QS O AN S
AR RN
SRR Qv & O

O N\ & s S @
o O LSRN E
> & O @) N
% Yo & 6 o
o T Vo a8 T e &
S & & & o &7
&@ \@ O\Q% @% \@ o \©
© S
FrPFoF Sy
? § ¥ & §
e XY S O @
NI R
) SN
o & @ & >
% S @ & o
> @ &@\ 9
@%
N Q
&§ § Q & ©@
&g
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Table 7.6.1-1.: The mean distribution of radioactivity after a single topical application of [14C]-fenhexamid 6
from a 20 g/L. WP 50 formulation . @l IS
S @
Dose Group % of applied dose & A S
20 g/L Hours post application (o3 R
(n= 4 rats/group*) 0.5 1 2 A4 4
Mean | SD Mean | SD- Mean _J SD Mean .| 2 SD%v
SURFACE COMPARFMENT @ YN @
Cover wash 0.04 0.03 0.12 0.08 003 0.02]@ 035 9.0 |
Enclosure rinse n.d. n.a. nd. |@, na. «n.d. nac)? Rd. [Q nag¥
Skin wash 96.1 1.16 9334 291 932¢L0 196 | < 93.8 Y 00%
SKIN CGMPARTMENT, @ NS
Treated skin 0.77] 041 01| 046 435 [« 30D 454 | w025
SYSTEMIC CQMPARIMENTY >0 @ < ]
Blood n.d. n.a. n.dYj @a. | R nd aa | O ndd"
Carcass 0.12 0.25 023 | < 0.08 & 035 [ o7 0.77 | £0.42
Cage wash n.d. g2 Jsnd. |9 nal Qud. N2> aid [ na
Cage wipe n.d. o n.dQ He | o ndP? C| & nd, n.a.
Urine nd. | &na | ©0<0.005 ]  Ha [N <0085 e [o 0427 001
Faeces nd. | “Snad Gd. | O nagy . [<OnapP “ind. n.a.
Total Recovered 97.%@ 102 Ba7h> 250 <949 | T 1.90] ©.963 1.05
Absorbed Indirect ® 0.8, 042, % 125 052« 1714 ©27| Y233 0.67
Absorbed Direct © @42 | 0025 023 0.08 036 | /007,92 0.79 0.42
Dose Group N i o% of gfplied dose  =.° O
20 g/L N SN2 O Qlourspost apgitication .
(n= 4 rats/group) | oN 90 @ SRS Q20 &
Q" Mgan | D} Mean? [«oSD P Mgan | @,SD
[ &7 . SURFACE CQMPARTMENT® SO
Cover wash® [ 003 &v4 [."0 0.19] ®,19 0.09 0.06
Enclosure rinse {7 601 0.01 ad | Sna [O oW 0.01
Skin wésh * 88.7 k.7 4660 Q22| Y24m @17 2.14
N o’ &y S SKIN COMPARTMENT o
Treated skin  Is. IS8 | .0.66 1> 087 | o 042 [ 044 ] 023
S &> SYSTEMiy COMBARRMENT
Blood 9] S)nd gy | .Y ndg nay n.d. n.a.
Carcass @ QY 0997 . 21| O 1.1@® {06 n.d. n.a.
Cage wash > %@ n.a.g @1 @ n.a. 0.06 0.07
Cage wipe d. K nad . d. ]9 na. 0.03 0.02
Usitle L2004 oo | o087 0.02 0.28 0.12
Faeces 092 [ 20.04 PN 04% 0.09 1.32 0.22
Total Recovered |7 Q14 [« 4379 050 |  3.68 940 | 242
Absorbed Indiregt ® 2.6% 7 083 | &« 2.57 1.30 2.14 0.38
Absorbed Direct® [ a > 160] ®19 | X 1.70 0.97 1.70 0.33
n.d. =not det, dard deviation

2 Skin wash%t 0 hg
b Total radf@activit

¢ Total radioactivi
d An§i§yN° ﬁ
& &

&

w@@

inus rf@ioact'
frorn%?od, cftvass, cage wash, cage wipe, urine and faeces.

le, i, = not @pplicable, SD =
e, By no@lca&f &

from non-occlusive cover, enclosure rinse and skin wash.

cludtd from all calculations because the skin wash was not performed before sacrifice.
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Table 7.6.1-2.: The mean distribution of radioactivity after a single topical application of [14C]-fenhexamid 6
from a 2 g/LL WP 50 formulation . @l IS
S @
Dose Group % of applied dose & A S
2 g/L Hours post application (o3 R
(n= 4 rats/group) 0.5 1 2 A4 4
Mean | SD Mean | SD- Mean | SD Mean .| 2 SDA
SURFACE COMPAREMENT @ YN @
Cover wash n.d. n.a. n.d. n.a. A na (@ w97 Ana §
Enclosure rinse 0.16 0.05 0.49 |@,> 0.32 €0.10 005 Wg[O 0.1
Skin wash 93.2 1.35 91.8) 4.66 | R02.1¢b° 1E6| < 905 Y 39
SKIN CGMPARTMENT, @ RN
Treated skin 188 021 w11 etteldy 897 [« 070 4 d6 | 190
SYSTEMHC CQM@’AR@NENE@ NS &
Blood n.d. n.a. n.dY R nd. aa | O ndd (}a
Carcass 0.42 0.11 Q.30 \\0 32 SIS INSER 1.28 | £0.48
Cage wash n.d. nd Jsnd. |9 nal Qud. N2 and. [ na
Cage wipe n.d. o n.dQ x| o' ndP K| Qnd, n.a.
Urine <0.005 | &na. [ %0<0.005 |  “Ha. [ 0. @ 001 [ S 0.@” 0.01
Faeces nd. | “Snad Gd. | O nag) O na “tnd. n.a.
Total Recovered 95.%@ 149 95 8 @y 38 @7 o 2.4 4,962 2.47
Absorbed Indirect® 230 032 2% 3.1 1.62 | « 7 4864  4.06 | 547 2.17
Absorbed Direct® 042 | OLI1LH 0@ 0.32 089 | 502992 131 0.48
Dose Group N i o% of gfplied dose  =.° O
2 ¢/L N SN2 O Qlourspost apgitication o D
(n=4 rats/group)  |o 90 @ W4 & Q20 &
Q" Mgan | D M Mean  [«OSD P Mgan | @,SD
[ &7 . SURFACE CQMPARTMENT® O
Cover wash® [ 03] @00 [.“0 0.63] 8,00 0.07 0.09
Enclosure rinse {7 525 0.25 029 | L0090 0% 0.11
Skin wash * 879 k.7 172D 69| Y270  ®0.3 4.63
N @’ ¢, < SKINCOMPARTMENT ¢
Treatedskin  Iso $01 | v\; 61 I 349 | . 032 L\ 140 | 0.5
S o SNTEM@CON@L\RBMENT
Blood 9| S)nd o ¥ ndg G n.d. n.a.
Carcass @ Q" 2.87 @%9 Q 2.19 68 n.d. n.a.
Cage wask > (K02 \\0.03( 896 | ©0.05 0.25 0.11
Cage wipe d. K nad” . D.02]9 0.02 0.08 0.03
. 2009 0.03 @ 0.22)°  0.05 0.93 0.29
Faeces S 1 Sna By 147 0.34 425 1.15
Total Recovered Y g§7 14890 47| 327 976 | 321
Absorbed Indiregt ® 6% 28 | & 745 0.82 6.92 1.64
Absorbed Direct© |\~ 260 071 | X 3.96 0.56 5.52 1.50
n.d. = not det, le 1, = not @licable, SD= dard deviation
@ Skin washét 10 o 9
b Total ray @&ctmt inus rfgﬁoact from non-occlusive cover, enclosure rinse and skin wash.

“Totaltrw oactlg? from%ood cftvass, cage wash, cage wipe, urine and faeces.
QQ @ & £
&
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Table 7.6.1-3.: The mean distribution of radioactivity after a single topical application of [14C]-fenhexamid 6
from a 0.2 g/LL WP 50 formulation . @l IS
S @
Dose Group % of applied dose & A S
0.2 g/L Hours post application (o3 R
(n= 4 rats/group) 0.5 1 2 A4 4
Mean | SD Mean | SD- Mean | SD Mean .| 2 SDA
SURFACE COMPAREMENT @ &Y D @ | @
Cover wash n.d. n.a. n.d. n.a. A na (@ w97 Ana §
Enclosure rinse 0.16 0.12 0.13 |@,> 0.03 €0.13 0.0 ®B31[0°02
Skin wash 86.5 2.16 771 323 769 18| < 748 Y 09
SKIN CGMPARTMENT, @ RN
Treated skin g44 |  188] w02 e185d 895 [« .59 cod6 | L 0.62
SYSTEN@C CQM@’AR@NENE@ N ]
Blood n.d. n.a. n.dY R nd. aa | O ndd" g
Carcass n.d. n.a. 2.83 \3 22 o> sm | Qs 6.85 K148
Cage wash n.d. nd Jsnd. |9 nal ©.04 0.02Y Q05 [ 0.12
Cage wipe n.d. o n.dQ x| o' ndP K| Qnd, n.a.
Urine <0.005 | Sana [O 002 003 [ 0. @ A0 [ 0437 0.12
Faeces nd. | “Snad Gd. | O nag) O na “tnd. n.a.
Total Recovered 95.%@ 2707 903 @y 19 @1 3T 2.0  £.91.6 2.29
Absorbed Indirect® 844, . 1.87 | 2% 13,0 415« 1424 430 Y165 1.47
Absorbed Direct® <0805 | O'na. N 2®6 3.24 5Q3 | 1859 7.05 1.39
Dose Group N i o% of gfplied dose  =.° O
0.2 g/L N SN2 O Qlourspost apgitication o D
(n=4 rats/group)  |o 90 @ W4 & Q20 &
Q" Mgan | D M Mean  [«OSD P Mgan | @,SD
[ &7 . SURFACE CQMPARTMENT® O
Cover wash® [ 004 &05[.°0 0.62] 0,04 0.07 0.00
Enclosure rinse  {F  0:64 0.29 0.5 L0049 0H 0.15
Skin wash * 709 k.7 435D @9 | Y41@] @03 427
N @’ ¢, < SKINCOMPARTMENT ¢
Treated skin  Iso [0 | v\; 70 | 866 | o 1.55 L\ 6.05 ] 2.05
S 2> SYSTEMiy COMBARRMENT
Blood 9| S)nd g | . 20.034 06% n.d. n.a.
Carcass @ QY931 . Y2 | QO 5@ %088 n.d. n.a.
Cage wask Sl n.a.g 028 | ©0.14 0.54 0.55
Cage wipe d. K nad” . D139 0.04 0.22 0.44
L 2036 01| 1287 066 2.58 2.68
Faeces SET TS 1.66 11.6 11.7
Total Recovered |7 914 [« 3480 0p.3 6.33 915 | 2.09
Absorbed Indiregt ® C19.8& 1 198 | 203 3.89 21.0 2.76
Absorbed Direct® |\ > 94| . 207 | N 122 4.11 14.9 4.77
n.d. =not det, le ma,= not@hcable D= dard deviation
@ Skin washét 10 o 9
b Total ray @&ctmt inus rfgﬁoact from non-occlusive cover, enclosure rinse and skin wash.

“Totaltrw oactlg? from%ood cftvass, cage wash, cage wipe, urine and faeces.
QQ @ & £
&
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The amount of dermal absorption of fenhexamid was not linear to the dose. Maximum degnpal
absorption of fenhexamid in male rats was calculated using an exponential saturation mogéb that<s

disregards residues at the skin test sites. The maximum excretion of the test mdggrial was est@ted by

o

curve reached a plateau. Maximum dermal absorption values were determ%ed as 18.265 .73@ and@
o . . : 2, ° 9
1.82% of the radioactive dose for Groups 4, 5, and 6, res;@jtlvely. S N
R~ @ &S L@ @
St I Sy

extrapolating the amount of dose recovered in excreta to a time at which@ cumulativésexcr

Conclusion: & [ <
The overall recoveries for rats dermally dosed v@ [Phenyl-UQ%MC -fgnhe@@ﬂd @‘[%2 (1.38
ng/cm?), 2 g/L (14.7 pg/em?), and 20 g/L (148 @mz) were<Q1.6%, 1%, Bhd 948% r%pec@y,
with the majority of the radioactivity (75.2%490.4%.egnd 9@%) b@}g f%@a i skieli}fvash%. The
dose area was 12.5 cm?/animal, and 6.05% t(@lO.Z@lA(@ﬁto 5@% @0.44%"[0 1¢58% ofithe total
dose applied was detected in/on the skin &‘1’%}16 ag@dcat@@sit&o@ Gr%lps 4, &§and 6,@esp@jv

Not a data requirement according to R@llatio\%l 107@909/& orgirecitqi?ge 91/@4/EE@(\;
SER N Y R

The direct absorption, at 120 ho&@posﬁéose;’w%s upeto Mk@), @% and 1 ﬁ% fAotal dose
applied for Groups 4, 5, and 6, recti@@ly. In@irect gbsorp of {@held inéeeased with time for
the lowest dose group, Gro a\\@ wicil\’ the highest@bsorption o@rﬂn at 12@h0u@post dose, and
accounting for 21.0% (3.6lﬁﬁtg) af the tatal zz: appligd. At‘highendose 1&vels, %16 highest indirect
absorption level within t@@%roupgvas ser§b at lghour@ost daes¢, ac@nti@or 7.62% (14.0 png)
and 2.63% (48.7 pg) Q{gthe to@dos@pplie@ or p§ g@nd %%resp&cti%gely.\@

SEC AN S

N o &

The extrapolated xin@m der\r@l a@rption of f@@xa& in @ale ragg was 18.26%, 5.73%, and
1.82% of the toté dos\applied-for Qroups%g\s, and>6, re@cti§@ T@mount of dermal absorption

of fenhexamidywas @ lingé@to thédose s, f%ﬁ @b o @

X
X W P DY T g o
S & & RS
ITA ‘%.2 C omp ariﬁ% dgmal@gorgt@méxin vit&&using rat and human skin
F§ S @%’ O &

&

Report: ~ @IL@’.&Z@@ 2(}@
Title: ©@ OIF %ﬁcam&v&/% AN en%x%mid: Comparative in vitro dermal absorption
st u&@ huq@ anqg%t skig,
Report Mgz SA 09483, iss@ed orial 7" DEeember 2009
Doc:;m%nt Ne°: @ Unpuﬁﬁsheg, @ Q

LY 64401-1 Y &
Datgs of Start: 189" August2009
experimental work: | End: J6" S be&009
Guidelines@ \ﬁ O§ guitieline @r the testing of chemicals; skin absorption: in vitro Method

%o | 42% (Apxl 20049y

@& @Q C vironmental health and safety publications series on testing and
§ @@ < asse¥Qment N°28, Guidance document for the conduct of skin absorption
§ @ S ;% s (March 2004), EC guidance document on dermal absorption
@@ €0/222/2000 rev.7, (2004).
DeviatiGhs: None

GLP Yes




Page 50 of 55

B
Bayer CropScience 2011-12-07

Document M-III /Tier 2, Sec. 3, Point 7 - Toxicological Studies and Exposure Data of Fenhexamid 50 WG
(Submission for Annex I renewal)

Material and methods o
Rat skin: s @ @b
Species, strain: Rat, Wistar Rj: WI (IOPS HAN). S @ ©
Source: _(France). @ &@ @g
Sex: Male. N

$ &
Number: 10 % QO o ©
Anatomical site: Dorsal ©) g*’ SN é\”

)
Rat Skin Preparation:  Each animal was killed by cechal dislocagn. After sa ce skig\ﬁas
clipped and removed for use a@ the study. T@ dorsal skimyvas atorhed b@é@
use of a mini-dermatome t%votam sampl@ of ca 430 t&@lo Km 1n thigkness@

SERS %

Human skin: Source: Biopredic, Ren s, France. é&} S & 6\ . ”\7@ %@@

Number and sex: 7 dénors, fgthal g% @%7 &

Anatomical region; Abdofhen. @@ Q@ < © ©§ % & °

Thickness: 415 ‘5% 0 pﬁ N S % § @j @
Test Material: \ & & N éﬁ % §
Non-radiolabelled: Batch: K 3 -1 @ Q};\a C} @ @Q ©

Purity = 9& A) G S &2
Radiolabelled: [carboxa de-HC] fe@exan@d § O © O N

Batch:KATH6755. 0 N @ @ SEECENN

Speeific act1v1ty @8 q/m .9 % S

R@jlmpu@ of t@ forn@ atlon 99% Qo 9
Structural formula: : IS N @y\’

& O )
@ §’\ @@ é& &\
S NI
:© > &
@

& § 6”gen%};je%@po itton of radiolabel
Formul@n: 6? %@ﬁnul@n used ingthis eriment was the a fenhexamid WG 50
A L@ fom@a‘uon (spe@ﬁcatl(@ number «]\@)00007271) used at three nominal
Q\) céncent@”ons §90 g@g}s /kg Sga. s and 0.375 gas./L.

Test system: @{ ﬂ@ thr@‘?%h fosio ppell system (. ::ncc)
Q < se stug m bsorpt n of the test substance (exposure area of 1 cm2
@betw

% 1ff ons®ed of a donor chamber and a receptor chamber

@’ Wh@ skl %@as positioned. The receptor fluid was Eagle's
ium SQpple -‘ te(j @th 5% bovine serum albumin and gentamycin (50
\y\’ V\a r@ ). % p 4 The receptor chamber was warmed by a constant

Bircu)dtion War Q/ater which maintained the receptor fluid at 32 + 2°C
'S %% (cl to e nofmal skin temperature). The receptor fluid was pumped

ugh the rec@tor chamber at a rate of 1.5 mL/h and stirred continuously
@hlls@r the r@eptor chamber by means of a magnetic bar.

& &
Skin ﬁﬁegnt@?@ @ B@e dose application, the integrity of the skin samples was assessed by
Q© 2 (o %easurmg the trans-epidermal water loss (TEWL) from the stratum corneum.
< n evaporimeter probe (Tewameter TM300 system, Courage & Khazaka)
CSQ was placed securely on the top of the donor chamber and the amount of water

diffusing through the skin was measured. Human and rat skin with a TEWL
of greater than 15 g/hm? were considered potentially damaged and were not



Page 51 of 55

B
Bayer CropScience 2011-12-07

Document M-III /Tier 2, Sec. 3, Point 7 - Toxicological Studies and Exposure Data of Fenhexamid 50 WG
(Submission for Annex I renewal)

used. These samples were replaced by new skin fragments which Wer@lso >
tested for integrity before use in the study. . Q
Q\ g
Treatment: The dose preparation was applied to the split- tth skin sa wi
pipette at the rate of approximately 5 mg/cm?2 or10 ;@’/cm2 expoged skin, Th
dose preparations were assayed for radioactivit &g)ontent (by ) usmg@
dose checks (surrogate dose) @en before, & ring and &ﬁer the dosi

process. & Q @@ § v\g@

S)
Sampling: The receptor fluid passi %@hrough theggeceptor ch&@er was co]@ted (71)
glass vials held in a fra collector, The fraggfion callectogvas %arteglg&r
dose application. Samp were the@llect@ ho vgly f \ghe dugation 8F the
experiment (24 hou ost a application, t@» skln\/as swabbed
with freshly prepare IO/&V/V een @ in (ph sphate bu salge)

using natural sp&%e rr%}fe aetaln —ayed
dose, until no agloacﬁmty v@s det Geiger-Mutler omto t the
end of the \1.{' (%\houmaftel"wpph% n) tr and e skin
ad]acent“%@le tr@%dsme tSite (& ‘égﬁ edcfach skin

sample e-strip gd to @mo §§e st T hi iﬁi’volved the

apphc@on o& onadgfm a@esw onac@m @nac ) for 5 seconds
befor&the fape carefiffl y refaoved@gaingt the di f hair growth.

Thfs%roc‘e@ure co \ ued antil a %hm@ppear@ce the epidermis was
oe@dent @hlc é§ th{c the tgatumﬁ\g had@een removed. The
p 1c

tipe re ted2into nt latlon Vials analysis. The skin
é\”s @dm& e a G ~ sg&ﬁ&(surr@ndu%gkm swas separated from the

@ &ated § -~~ und@g sk@ and

é ﬁi&l .
am&d% or a ysi\ \ @

e-stripped treated skin were

©© > S <
Radioassay: & ST @amou@s oNadlo crivit theSvariogs samples were determined by
S ag ¢ varioas
liquid sémtillation cotnting @SC). Samplés were counted for 10 minutes or
© q 3% g DK
@ @Por Q@ma in an app@prlat et 1nt11:@ ion cocktail using a Packard 1900
A @ TR Qpunter” with-on- -lifi¢" cofhputir Ofacilities. Quenching effects were
g g

ermi u51 an rnatistan and spectral quench parameter (t
@ detel exfernakstandad and 1 h (tSIE)
ethcgﬁ ffiea cy irelation cuasves were prepared for each scintillation
We§ regufarly @cked by the use of ['“C-n-hexadecane
@ @ ééards\ eg ntillation counter was recalibrated when a deviation of
% @ate@a ﬁwas se when counting quality control standards. The
@7 e limit oF det as taken to be twice the background values for blank
N sam approgpr te pitillation cocktails.
Q p 1& pprogt

Findings: S &

g R

The fenhe % strated to & soluble in the receptor fluid up to the maximum amount
formula‘u@a appl@ T@Qolu@’[y in ?}@e receptor fluid was deemed to be sufficient to reduce any risk
of bacl@ffus@n

eme of @ h@&eneﬁy of the three concentrations of formulation applied indicated that it

wgﬁacle

©
Good covery data were obtained, with mean total recoveries of radioactivity in the range of
102.2% to 104.1% of the applied dose.
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For the neat formulation, almost all the radioactivity was removed by swabbing (103.7% and 10 0% >
of dose for human and rat skin, respectively) and by removal of the surface dose (0.06% and 1 i Yo of &
dose for human and rat skin, respectively). For the intermediate representativeidjlution, alm@ll
radioactivity was also removed by swabbing (102.5% and 100.7% of dos r human ard rat <kin,
respectively) and by removal of the surface dose (0.12% and 0.84% of d %}? for huma@@ld @kln@
respectively). For the low representative dilution, the @st majorlty of the radloamvny s a
removed by swabbing (95.8% and 85.8% of dose for huigan and rat s respectlv é) and@ rep&ﬁ@al
of the surface dose (0.64% and 5.10% of dose for hundan and rat ski@respectlvel&, Q q&
@
N Q @ @
G the
Since the swabbing procedure was intended t@%ect a s1n}gle was@ng re @ the%nd
working day, the amount of radioactivity retrieved dn° thls@mp 1dei‘esi to Be non-
absorbed. Since the material recovered m%e surface @wﬁ\f)e s ( two@t’apeisg;rl Qépul
associated with surface residues follow1@%nceg@lete§gemo6al of t@ dos©®fter an 8 h ex
period and/or material from the super@:al &t&}um @neuﬁ&, the @wnt%@f rad«’@actl retri ed in
this compartment was considered to norKa sorb@g @ @, §J
R

Based on these results, the mea@%ﬁal&%ﬁoun@% ra@ctlv@co sideredcas n @%so eﬁ for the neat
formulation was 104.0% and<t02.7% dosgvin the@uma’ﬁ and @1 skig, respectively) the mean total
amount of radioactivity c%mder@b as 1@ abs@bed &9 the 1&6111@13‘@ %rese@tlve dilution was
102.7% and 101.6% dése in_the hunfigh a@rat @ﬂn re§pectively an@ﬁhe sean total amount of
radioactivity considegéd as @—ab&@bed o th@@w rgp@ese@ﬂve QQﬂuth& s 96.4% and 90.9%
dose in the human rat skin, r@ect @ @
$ o N
The overall S nt \“@@fenhe&ml @nsﬂgﬁ%d t*e dl@y absorbed was represented by the
radloactwl‘%} preser@’m tmrece%tor flui rec\%for d at %l&@on time and receptor chamber.
This accayfted for m&an 0§O4@1 umar) a d 0. (r@@f the dose applied for the neat
formulézgn for mea¥ of, % (h and (@4% rat) 0{@1&: dose applied for the intermediate
representative dil % an&?or m@ns of . 59%7 hw@i) gdgé' 19% (rat) of the dose applied for the
low representativig dllu&Xp
o ® . @@ o § &>

The amount@ radio%ctiv@re red @he slém (af&?tape -stripping and including surrounding skin)
in the ne rmulation@ccougor@l angsQf 0. 05% (human) and 0.25% (rat) of the applied dose, for
means of 0.04% (]@aan) an 0&6% %& of Q@ dose applied for the intermediate representative
dllu&%h and for ‘Twean @% O»Q % ( @mar@nd 2.05% (rat) of the dose applied for the low

representatlve flution. @ &
The me &@am@ of ggdioactivity q@@)vered in the stratum corneum with the neat formulation
account % (h@nan d 0.76% (rat) of the applied dose, for 0.08% (human) and 0.14% (rat)
of the‘tapphe ose @thet@?ermediate representative dilution and for 0.68% (human) and 4.98% (rat)
of @3 app@@%f dosé&or t@low representative dilution.
N

©
The raact1V1ty found in the skin compartment (skin, surrounding skin and stratum corneum) could
be considered to be potentially absorbable. Therefore, the mean total amount of radioactivity
considered to be potentially absorbable for the neat formulation was 0.15% and 1.13% dose for the
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human and rat skin, respectively. The mean total amount of radioactivity considered to be poter@ﬂy S
absorbable for the intermediate representative dilution was 0.62% and 1.03% dose for the human’and
rat skin respectively. The mean total amount of radioactivity considered to bpotentially a@b@%e‘@j
for the low representative dilution was 5.83% and 12.22% dose for @ human an§ rat
respectively. < S
pectively S O \§ 2
llcatlon of @e ami@in @

9,375 /L %kl

Table 7.6.2-1:  Mean distribution of radioactivity at 24 h@s after dose
an WG formulation at the rates of Sﬂ&g/kg, 5 g/ ai@

samples. @

(Results expressed in terms of percentage of applied radigagtivity). Q 2N & & &
g N & R .9 &
anbutiqu radio i (s o) OO -
Neat formulation: High dose Dil@@on: I ﬁose Xy oy DiJution: Low dose
Dose Levels (SYP13458, 500 g/kg) V\a(SYP/l;ﬁm, ) @ (S 3463 %75 gdl §
Species Human (n=6) Rat (n=6) ﬁ\ﬁ Fluian (nxy Rt (n0) f\@uman (n=6) @7 n—6)
Mean | SD Mean | SD ‘Mean Wiean 4, 8D cap]  SD @ | sD

ﬁRP@&CO@MR T.> N @ o
Skin swabs (8h) | 103.68 | 2.02 | 100.95 ©2.86] 102%°] 2.1 1008 | 234 | 9207 [£L927 §,83.72 | 6.55

Skin swabs (24h)* | 0.03 | 0.03 0.08>] 0.0597 0.07 [.0.09 | 908 |06 Jc3.70 Hr4.12%J 2.05 1.93

Surface Dose & 9 < @ ) 769 @
(tape-strips 1 & 2) | 0.06 | 0.04 | @5 [%090 [©0.1248 018D 0807 057 o | as6 | 510 | 1.93

Donor chamber 0.18 [ 0.13 [« 9.23 0.18Y 0.03 1 0.0~ 0.9 7] @3 | nd [ Wa 0.04 [ 0.10

Total % non- N © Q Qy S | e
absorbed 103.95 | 2029 10259 @é% $02.67 | 2.3 | 101.58 [>2.41548° 96441 1016 | 90.91 | 7.10
SKINCOMPERTMENT NS

Skin ® 0.05 | 0803 |539.25 « [£0.33 0082 00604 | o®p | @08 | Q56 | 050 | 2.05 | 3.73

Stratum corneum %) N Q91 S © )
° o.osé 0.045] 0.76) | 0Si 0.08 % 07 4%0. 14& 028Gh 0.68 | 064 | 498 | 3.10

Total % at dose @)V & & AN

site %@0 5 101 AP 0.61D) 0@2& (3509 c@@ 029 | 124 | 081 | 702 | 485

RECEPTORQOMPARTMEST @

Receptor fluid & 57 o X
(0-24h) S| 0.04 Qg&’ %@%FZ 1@03 ©0.50\(\ 0.3@\@< 0.%4\@ 0.37 4.59 2.18 5.19 2.13
Receptor chaﬁ%@r n.d. @a. @.d. N.aA9 n.dd i | 0 n.a. n.d. n.a. n.d. n.a.
Total % directly NO) X ® S qe% AN
absorbed ¢ 0.045] 0.02 0 B3 67?3?.’50 0D0.35 0.84 0.37 4.59 2.18 5.19 2.13
Total % 9 N @ LN M IS @
Potentially %, %Q @)@ | © Q Qy
Absorbable 15 0.05 @ 113N | 06l B02 0.36 1.03 0.47 5.83 2.33 12.22 5.30
TOTAL % S © RV D @U’
RECOVERY 104.1 203 38 |92.38 o @%03 3&7 2.17 | 102.6 | 191 102.2 3.65 103.1 1.81
N~ N Q
2 sum of r oacthlty found?@wa % ermigayion a su Qdmg swabs.
b sum of% oactivity foundn ski trlpp pro @e and in surrounding skin.
¢: tape-strips excluding numbers 1 @ﬁ Whl@ are ¢ ered¥d be non-absorbed dose.
d: sum of radioactivity f&nd in receptor id ( ) re@ or fluid terminal and receptor chamber.
¢ total % directly apsprbed %tal % ose site
SD: standard devi N ©@
n.d.: not detected{below @”hmlt @ietec@ﬁ n.a. : not applicable
n: number of sk cells W@sd for cé%ulatl@

In the abovey% e thepresen @&%mean@ not always calculate exactly from the presented individual data. This is due to rounding-up
differenceg@sultin om thewse of tie spreadsheet program.

¢ £

&
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Conclusion:

50 formulation was investigated at three concentrations corresponding to the

and to two representative dilutions (5 and 0.375 g/L), respectively. w

The mean percentage of [14C]-fenhexamid considered to_be potentiallyt&b%orbable (dg@ ﬁ\sorb P

plus total remaining at dose site) over a period of hours for@te neat fe a WGZH0 &@
formulation was 0.15% and 1.13% for the humal& and rat ski@Qespective%@yie@g a@%ctor@
difference of 7.5 between the two species for the ne%@broduct. Q& &© ©

IS
ctly

& syt B ol

The mean percentage of [14C]-fenhexamid constdered to be @tenti&l@ ab&&,rbabg\%ire%@ {{
plus total remaining at dose site) over a periggof 2 urs, fof theé%’(e iate @preseﬁhﬁve ditution
of the fenhexamid WG 50 formulation Wa%(‘).&"/%nd 1&3?% f@@he hitnan an@’rat@éin regpoctively,

ieldi factor difft f 1.7 bet the 8 Cles fi int diatg dose f i
yielding a factor difference o ewegag e \vm spgcies orgthe 1n§§neo 1§ oge formulation

0 S v
The mean percentage of [14C]—fenheid eQisid %pto &pot%@ally@bsor@ (dieectly &Bsorbed
plus total remaining at dose site) Q@r a [%iod" 4 haurs f&r@he @rese@ ive r%@sentative
dilution of the fenhexamid WG % fm@ulati@g)@g wa@@%"/@d 122% or theGumainand rat skin
. o s . @ .
tively, yielding a factordffference of 2. Pbetwigen the tv for the fow dose formulation.
respectively, yielding a fac ! ereqce o etwgen the two @mes@ or the fow ormulation

&o
(&QQ@&@& @"\@%@

» O
N & & R @
A7.7  Dislogeableresidues &é S Y&
Q > @W\g @ § §9\ Q é& é\
IIIA 7.7.1 %@% edble reSitues > foliar @
fgple LT 0 & & P

Not a data re @me@ccord&g tdﬁgegula@)n 1167/2009 EC@ Dir&etive 91/414/EEC.
% «§ . 0K . & & O |9
1A 7.1.%@ Dislogeable %@dt@ soily U o @
Not a dﬁ% requiremer@%cc@o@g to egu%tion 1@ /ZO@Q%EC&' Directive 91/414/EEC.
> O S OO Ry
A 773  Dislogeable pésidues ind6o o latizati
. %} ogeable @1 1%@ - indoor su acegse-volatization

Not a data r%@em@@ cc@ng;@egu@oq 1@/20@Q/EEC or Directive 91/414/EEC.

SN Y
=) % N @% W2 Y
1A 78> Ep%emiolo N &@ S
Nota data requirerient a@@dg&@) R@é@f&ti g\\ 107/2009/EEC or Directive 91/414/EEC.

@ &

S} %,
IIIA 7.9 @ Data oﬁn&l}ant@@
& & O
IIIAgﬁI @@@ M@ria]@%ety data sheet for each formulant
Sa@ dagxheet f@j ea&@brmulant is provided in document H of this AIR2 submission.

&
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ITIA 7.9.2 Available toxicological data for each formulant

&
The available toxicological data for each formulant is provided with the MSDS in Document H@\@ §
& @
& .
ITIA 7.10 Domestic animal/livestock safety 2\ § @@\ ©
Not a data requirement according to Regulation 1107/20%%EC or Dive 91/414&%%’0 \\ § @
o N K A
@ &©Q & Q& & @%}©
IIIA 7.11 Other/special studies R @@f @ & © N
None necessary. @ = @fi} N Q 6\ \%@ @
S & 8w S
o O @Y @ S % '
‘&% \@ \@ < ) § © @j @
@} O\\ X &6 S S é\g ¥, §
SN Sy & &°
s T S & ¢ &
Ve o » & 9 .0 O ~
¢ .~ T H TS Y E s
v & 0 ©
N & S @ S 2
5 O N W T Q&
N N 2 § S % $ <&
2. SR o & . O« )
S § < © & QO
@ N A @© @ @
S QO NTN N o 9 N
S NN
& £ .0 O « %\’ & @
AN . & O
% - &
> & & & NN
A o .9 & .0
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