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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION

PRODU

CT

&

Fluopyram was included in Annex I to Council Directive 91/414/EEC in 2§13 (Regula@ &

802/2013, Entry into Force on August 22, 2013). This Supplementary Dossie
were not submitted at the time of the Annex I inclusion of Fluopyr:
91/414/EEC and which were therefore not evaluated during the first E

already submitted by Bayer AG (former Bayer CropScig e ) for th

Directive 91/414/EEC are contained in the Draft Assessr
included in the Baseline Dossier provided by Bayer.

The formulation Fluopyram + Trifloxystrobin

S
is a SC formulation containing 250 g/L of Fluo@g?rg and 25
is registered throughout Europe under trade names sueh’as [sdna
already a representative formulation of Bayer@G f%@‘le

&

ex I

(250+250 8) a@orev@o
STro.

L o&@lﬂo

ngatlol% LU,
melusipyof Fl raqn undedCouncil
elfof Flpyram undebCoun

ntains onlyﬁata

under Cou tive

Y

@Q@Q&

+TFS@§C ~"
hl @ S ‘-'-.
S S& 500 %@s not

Directive 91/414/EEC. v D

SNy o & ¢

& o \ & "\ éﬁ 2o

CP7.1 Acute toxicity Q@ S S & @ IS

% "\@ @ @ @)
The acute toxicity studies have be co%uct on Elu py oxys%bln SC 500
(abbreviation: FLU+TFS SC w (spé%’lﬁcatlon 10 8 ch 20 OO@SZ%)@
FLU+TFS SC 500 is of low tox1c by t ral @ne OK@XPOSU% in tg@rat aad non-toxic by the
dermal route of exposur&@ the Wistarcpat. e 1n§alat10£%exposwe toi@ SC 500 in Wistar
rats up to the maximal techni&ally agtainablg to ratidd of {742 mg??ff ted in no deaths and
transient signs of toxiCity (bfadyp lab@.lred thi \pattel@ m(éilty reduced and piloerection in
females). FLU+TESSC 300 sho@gd no@otenti @e ski or eye rritg tlon in the NZW rabbit and
was shown to hayeno &(@n‘ua@ﬁ)r sk&’sensiﬁsaﬂ cal @mp hQN fode Assay.

Clasmﬁca‘uor@ell \@ based)on th@om@é@gm%&smdl@}and \Q
O
@(egula‘uon S(g% N&@@NZ/&OS (@P) (o @

&@ @©Acu ﬁ"ox H%% Ha@ul 1f§allo®d (based on product data)
~
§> NS &, & L
Table7.1-1: © Ac@om@ stu(@ wgtlY%FLUg FS @00
St o & TRésue_
udy Typ@ <) A 9Spe%ges Results Reference
Acute oral toxicity & [Rat> (R [¥Dso qgioff 2000 mg/kg bw M-287410-01-1
Acute d@rmal toxicityz, @ aJLDsi 2000 mg/kg bw M-287408-01-1
Acute thhalation toxieity . |Rat ¢ ¥ | L€™> 1742 mg/m’ (maximal M-287413-01-1
Ao @@ ﬁ\% @ @ (,t{}shmcally attainable concentration)
In Vitro skin corrosive st | 38)skin mddel QNon-corrosive M-283575-01-1
Skin irritation@ " Rabbit? o |Non-irritant M-283572-01-1
Eye irritatign) =) AtRabbit . |Non-irritant M-283570-01-1
Skin se@ﬁﬁ%atio@LN@ Maopse “Q Non-sensitizing M-281763-01-1
¢ & Y9
S
&% @@ @ . *”\a@
S

&

@

a
k%xlew All ddta Wh@l wer?
ex | 1nc1usrm;1 undg%Co

c i
ent Repo@ AR) and @Add@la and are S

@
S
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CP7.1.1 Oral toxicity
&L o
Data Point: KCP 7.1.1/01 . Ny
Report Author: I D S
Report Year: 2007 N & @%
Report Title: AE C656948 & trifloxystrobin SC 250 & 250 - Acute to%cuy in the @ after’eral
administration % e 2
Report No: AT03692 (’&» A \ N
Document No: M-287410-01-1 @ G @ @ o
Guideline(s) followed in | OECD 423 (2001); EEC Dlre&nve 67/548 Angg® V - Metho%@l tri\ﬁ)A w- o
study: C-98-190, OPPTS 870.1100@ S R &
Deviations from current none % R 2 @ & d &
test guideline: Q@ N @ © 9 “(@
Previous evaluation: No, not previously evaluated ¢ ° U@ T -
GLP/Officially Yes, conducted und@LP/@ﬁma@&reco%sed g f@@’ltles %
recognised testing % @ Q o @ @j @& o
facilities: \ A
Acceptability/Reliability: | Yes @& o 2) &V (($ i;ﬁ\ I - §
N D
SIS G
A SR I O N
Q' I Materigls angmethods © o7 ¢ -
” NSNS
A. Materi o N T 5@ SN
. Materials S \ O« @Q @ S
1. Test material: v % C6948@7Trlﬂ&y5tr C@SOJr 50 g/L
2 lat on: FL@tTFSﬁ 500w
A NS
Specification n nQ.: @ @ 004 86 ®) KS
Description: & @ @elge pengﬁ n & O
Lot/Batch & @ < $2006-004 9@5 @@ O @

@)

Content ©\ &\ s @pyr@ (AE@656 ): 2{& g/L certified
QS S

Stab@ty of t @c%ﬁnpound@

2. Veﬁcle

3. Test animals § & é\g °\© @% é
Species: @ @ § &5}5\’ Wistar rat,. S
@ O° & .Y _Qsdcpbwu ($F)

¢ ey

Strai
Age:

&
W@ t at dosm@ 9

6

A%QZO stro@n) 245.8 g/L certified
Guatanteed@or St@dy du@taon expiry date: 24 October

=
%@200 @%@&
NS

Source: QY >
\ﬁcclimatisatti%”n pq@: @\ Q At §st 5 days
Diet: @“ N @ vimi Kliba 3883.0.15 Maus/Ratte Haltung, Kaiseraugst
§ itzerland, ad libitum
Wat ‘@ Q © &  Q Tap water, ad libitum
}@mg @Q © § The animals were group caged in polycarbonate cages on
@ % v\g@ low dust wood granulate bedding.

B

@ldy §ﬁ
I%n§ assignment and treatment

ign @d ngdwds
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Dose: The substance was tested using a stepwise procedure, each
step using three female rats according to the procedyse S
described in OECD Test Guideline No 423. Refer to le IS
g

7.1.1-1. A
Application route/ exposure: Single oral gavage dose @6 &@ @@
Application volume: 10 mL/kg bw @ N
Fasting time: Food was withheld from the alﬂ%als for app@x 1@-@@24 %ﬂ@
before admlnl@tlon of the t@%ﬁ compoun%\nd{h@y wefe
fed again apprdx. 2 - 4 h aadmlnlstra@@h S 2 &@
- S ST & ©
Group size: 3 females & Q) Q N w
N N O S
Post-treatment observation period: 14 days % Q < &
Observations: a@ clinical s%gs bo@ we ng@ % e%@sy @@
1L Res@ts an@@mc&ﬁ%on & ”\7 @ ~ %&’
& <
A. Mortality S\ @ \ Q 6 o Q @7 @&
Table 7.1.1-1 Doses, mortality / animal§ tre&%d o % . © X §
D) . \) N
Dose Toxicologic chcurr ce of ; Tage of %ﬂth I ortah@
(mg/kg bw) result* @aQ S < @ § §
Female rats Q 2 5@ @V @ @\)} °\N
(1) 2000 03 .5 {S@’mir@s h 9" = death? 8 0
(21) 2000 593/ 3 §35@n—4@\€  2he®h o 67
(1) 300 L9089 ¢ . Nodeathsd | x.° 0
(2") 300 040V3 ¢ sighs O «Nodeaths &) 0
* number of animalgwhich é@d S Kfaneo@ly an§ we acriﬁc%%i in fribundstate / number of animals
with sigps§o&cﬁ%/ / total nun&f a@i@lals ysed pergroup
N o bw D
O &\ & ¢ LDssutoff: 2000 mgikg b§
\" & ©
o © N O
S «§ N 5 2 & o @
& S T o ®
B. Clinidal observations @% @7 < T
/@ @ @ @% Q R O
The following c@@al s@l ob@ved%ﬁ animals tre@ed with 2000 mg/kg bw.: decreased

motility, uncoo @la‘[e galt omg%?l posifisn an@abo breathing.

No clinical si @ns w d 111@11113 «s@reat@mtb@O mg/kg bw.
C. Body w%%ht @ @ \ Q @\ S

& @
There @ no tox1c@§)g1ca§§ffect§§>?n biady wefght or body weight gain in the surviving animals
treate ith 2000 @kg % d@ amm@ tre with 300 mg/kg bw.

D\Necropsy @\ Q @
The necrops&cg’ per J;me the@d of@e study revealed no particular findings in the surviving
animals tr d vl g/kgbw ang in animals treated with 300 mg/kg bw.
In the aIQ ate @1‘[ 0 rng@g bw that died during the observation period the following
chan er@%tecte llve ark-red, spotted.

N @ @ *"\a II1. Conclusion

A%co @ to OECD guideline 423 the LDso cut-off of FLU+TFS SC 500 is 2000 mg/kg bw.
The study result triggers the following classification/labelling:
Regulation (EC) No 1272/2008 (CLP): Acute Tox. 4 / H302 (Harmful if swallowed)
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Assessment and conclusion by applicant: .
Study meets the current guidance and the requirements in 283/2013. Regulation (EC) No 1272;‘@8 &

(CLP). The acute oral LD50 cut-off of FLU + TFS SC 500 is 2000 mg/kg bw in rats. Thus, ®
classification as Acute Tox 4/H302 (Harmful if swallowed is required accord@ to Re gula&i@a EG@
<

No. 1272/2008. Qp
3 S & o
% \ Q, @ '24\9
s O & S L@ @
CP7.1.2 Dermal toxicity X Q @@ § %, é
O
Data Point: KCP 7.1.2/01 AN R o & & A
Report Author: [ Q. @ﬂ N NV 6 W
Report Year: 2007 Y O O ..v
Report Title: AE C656948 & tnﬂ@yblﬂ)l@l SC 2@ & iy lox1 n the rat after
dermal application N %% 6 S %
Report No: AT03690  « OV A A fm\o
Document No: M-287408-01s1 DRSS

study: 98-192, QFP 1200
Deviations from current | The cur t Guideline js @E(.‘él()z (2@7) smgﬁwaq @Eorme?kto OECD

test guideline: 402 ( @,
ea@g ons’g animals exfd@e treate onat %&than te@ng 3@9}mals of single
sekdin a glepwis proa@ (amr@@y redue@on ds).dhis deviation has no
@mpact @ the owcome @ the study and 1nterm@at10n\m the Jz@lts
Previous evaluation: *§,No, not previowhly exdiuateds QD
GLP/Officially Ye@éndu@ed under GL@fﬁma@ recme%estmg f@hnes
recognised testing Q& @ @ @ @ % &
facilities: @ AN «(\Q ~ @
Acceptability Refiability, PYes s~ ™~ N Y @
‘”\g

e
Guideline(s) followed in | OECD 402 S'é’%&fc Di tw@lﬁ% Anex @Me@l B.3 ’Q—‘;PA 719-C-

4

o %
A. ?ials § @j @Q w\g @
L Test materiali )y <> JAE Cé%%g@ Trifloxystrdbin SC 250+250
N s & Abbreviatidh: FLUSTFS$C 500
R

Specmc@lon @? 1@%00@&88@@ @@Q
Descriftion: © . © \oﬁeig spe@ion >
QO il K
L@atch no: S 20 004983
Céantent: \@@ ) Fluop § (@(‘656948) 246.1 g/L certified
%, § @ z@) § floxystrobin): 245.8 g/L certified
S Stablllty ot test cofipou uarantee@for study duration; expiry date: 24 October 2007
2. Vehicle: 2 .. <~ ;@ne
<) %
3. Test a Is &
Sp@ﬁtes é’ @© §’ Wisﬁ rat
Stain: & A ' HsdCpb:Wu (SPF)
$Age. @@ NN 9 - 13 weeks
Q W@%{t at dosing:§ Males: 239 - 246 g; Females: 212-215 g
ree:

Acclimatisation period: At least 5 days
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Diet: Provimi Kliba 3883.0.15 Maus/Ratte Haltung, Kaiseraugst
Switzerland, ad libitum @o >
Water: Tap water, ad libitum N @@
Housing: The animals were caged individually in polyggrbonate cag
low dust wood granulate bedding. @JQ & ©®
B. Study design and methods Q @\
. - < Q ¢ %)
1. Animal assignment and treatment A N e Ko
g Suyaface area @@Ran of d&g &
Dose: Dose (mg/kg bwk OTc mz) % o/cnf) S
© ) 37
Males &7 2000 160 &7 29.9 6\6.8&@
Females o 2000~ @i .0 R0 303-30.1
Application route: Dermal, sg&n occ%swe @sm&y\ %@’ 6\ \% g§
Exposure: 24hours © @ % @% v @Q AN
_ v @) < ©§ & °
Group size: 5 rats/ségg/gro\t@’ \@ R % Q> @j @
Post-treatment observation 14 ays N AN (& & S §
. N @ N O SO A
period: Q @s% %, @\ ' @} @ SHENS)
Observations: l\@ma]@ cllngl sigas, b§ eight, gr@@nec§§gy %@)
Q I@Res&? an@sc Qﬁ?‘e;o n &© @© @@ N
. ¢ > @ S SN
A. Mortality @ ¢ ©

& o
Table 7.1.2-1 Doses, mogfality §n1m§ tre@ﬁd v QA 9
Dose T0x1coi%g1ca% O?curr&@é of @-s @%Time of death @7 Mortality

(mg/kg bw) résplts* O q S S (%)
Male rats & 5@% @ @ §’ @, S) S

2000 ‘ f,@ 04(@5 \T w\a Nossignse N jg@ N@ﬁeath@@ | 0
Female rats @ J<\© ) é & (o8 H%K S

2000 , | /0l o) No@%s o | ONodedths | 0

* num@ ij animals h dl@pon@ously and/O@ re s@éfﬁcesggmorlbund state / number of animals
@with @s of to 1c1t154etota1 r@nber%ﬁann;n@ used per group

Y & 2, DDy 22000 fig/kg bw
2 & & > . - @©
B. Clinical gbservagions @Q O o O @
No cli 1© . bf red. Q\ @\ S
o clinic S1g2ns Were S€ @ @
3 &

C. Bo@welght \@9 Q ;@ @\%

A .
Thete were no tc;gl@col al iﬁ%cts ’ bo@weight or body weight development in males
and females. v o o

@ $ D
D. Necrop %“ gf § @Q
The nec sm@@rfor@ed a§ﬂ1e en@of the study revealed no particular findings.

©© II1. Conclusion

leth 0S¢, SNFLU-i—TFS SC 500 after a single dermal administration was found to be
ater @an 2000 mg/kg bw in male and female RccHan:WIST rats.

The y result triggers the following classification/labelling:
Regulation (EC) No 1272/2008 (CLP): none
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Assessment and conclusion bv applicant:

Study meets the current guidance and the requirements in 283/2013. Acute toxicity via the gie&l S

route is low in the rat. The LDso > 2000 mg/kg bw does not trigger classificatign. @@
& N
@ N
CP7.1.3 Inhalation toxicity o IS
" ) SN
& 2 N @ @
v @@ ﬁ@ @ &
Data Point: KCP 7.1.3/01 & Q NS EESENS
Report Author: ] Y a S ey @
Report Year: 2007 Q) 9 9 & . S
Report Title: AE C656948 & trifloxystrobi SC 250 & 23D - Aetivity I%IXG 033-Acute &
inhalation toxicity in ratsi_ 9 NN v, S v
Report No: AT03716 SR o N0 @& < .
Document No: M-287413-01-1 ?@% (3 YE@ @? & O §@ o
Guideline(s) followed | OECD 403 (1981); Directiv®92/ EC, ex V= Mgtl@l B.2x(1992); USE
in study: OPPTS 870. 13(@9933&%;3@ IG@%FF muﬁi@@ Na. }2 NQ&l-S 149 (20
Deviations from none O
current test guideline: §© % @ § v @@ §/ @ %(f@
Previous evaluation: | No, not pre%uslmvalua@gl &y (5@ @ Q $) N
GLP/Officially Yes, wn@ctcd tnder G]@?Off@mly re@ognisedtestingFacilifiss’ ¢
recognised testing § @ @ ¢ @)
facilities: - & \\] Sy S N L9 o
Acceptability/Reliabil | Ye OO
ity: Yo "85 e 8 oy
S

2
@Q v & @@ § §9\
@ S N . Materials #dd %odv@& @@

& A
A. Materla%@ @J@b\ ) & (} & @ §

lTestmé)tenal i C656948 + Fifloxysitobin S 250+250
g}a reviation: LU+ C\ 0
IS ﬁc%on no! oo L O 020&00128@5

@e non@ °\© w\y\ @ ge smﬁ\ensmn

@QLg tehdid: R L2 06-004983

@ é@ ! eng? N © @ @gluo@ram (AE C656948): 246.1 g/L certified

Q S \ C@% 279202 (Trifloxystrobin): 245.8 g/L certified
S

@ \
% St@ll]ty est @po§ s(;uaranteed for study duration; expiry date: 24
@7 N o \October 2007

2. Vehicle: § @ N (g Tst @cle was aerosolized diluted with water
3. %est animal@;;% v

& c‘ig@& § Q Wistar rat

\Strai @ HsdCpb:Wu (SFP)
@§§ 59 Ag@© §9 © Approx. 2 - 3 months old
§ @© eight@t dosing: Males: 185 - 222 g; Females: 177- 189 g
$ @ aSous ——
& & _——

@ Acclimatisation period: At least 5 days
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Diet: Standard fixed-formula diet (KLIBA 3883 =
NAFAG 9441 pellets maintenance diet for ratsand S
mice; PROVIMI KLIBA SA, 4303 Kaiserq}ug S
Switzerland), ad libitum S @
Water: Tap water, ad libitum & @ @
Housing: Animals were housed sm@jy in conve@gona@
Makrolon® Type HIL&%&ges
B. Study design and methods %ﬁ @§ @‘2}9 @Q
1. Animal assignment and treatment ©Q @ § é\a &
Application route: @%ala‘uon (noonly) é\g R ®© @q}
Exposure: Q)q}x hours N @@) > & o @}
Group size: 75 males 5 fieoii?wles Q 6\ S @
Post-treatment observ@on days, <& @%a @@ S
period: i\ @ @ @ & @& 5 &
Observations: g\y \ o%hty@chm%— 1gr®©bo tempe atu@ody
@ N Weight, fross nep opsy™ @ ISEES
SIS & &S &
Ol I v & & o
@ ©@ < @@ S
2. Generation of the tes@atmo@ere& d@ip @© S N
e & &
Table 7.1.1-1 Technlcalflltl%orm%ﬂon e&ﬁcer@ng ge@’ratlon of @ atn&@)her@
N N 9 O& @Grouﬁ% $ Group 2
S o & ¥
Target concentrationﬁg/mﬁ@v @T& @ $ v Q 0O N 5000
Nominal concentr@n (n@%ﬁ) WD Q . o ((‘g{yontr@iwatgr(\\@ 14655.3
G . . \ Y \<}
ravimetric cog&htra@ (mg/ & @ AN @—— %o 832.5
Actual concer@atlorgggmg/m% AN . 2X @wj - @ 1742
SRS
Recovery, (% %, &9 Ly O Y 12
Inlet MeFlow Im) @~ . & e ©| =, Ol5 15
Exhaust Air flow (l@) & é\’ . @) R 713 13
Temperature (me@\%C}\% é@ o~ ‘W\:@ N A® 22.6 21.7
Relative huml@y (m/{g@ %) . © o | @) v >95 >94.7
MMAD (um)” @w S &K 2 IS ~ 2.81
GSD &) o & @ &N . ~ 1.84
|Aerosol mass < 3 pm@) ~Y O . Q -- 54.5
Mass recovered (mf?m3) r;,“ MEES) § - 668.4
Recovery = Act@l Conc x 10 0 Co &MMAD = Mass Median Aerodynamic Diameter, GSD =
Geometric Statrdard B%watl = ngt'applicable. 1) Actual concentration: conversion to test substance:
gravimetricgonc. @O/(l -52.%) Q@
Q
EFCE
& Q
{x’ O @ o
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I1. Results and discussion

A. Mortality . @ N
Table 7.1.1-1 Doses, mortality / animals treated S Q\
: : A AN
Actual Toxicological result* Occurrence of Tim&»f !\iortall%
Concentration signs dedth IS (‘V%@
(mg/m?) ) Q o
o, NI
Male © o ?\a\ > @“Q
(Group 1) 0 0/0/5 Nosigns Q) Nodeaths @ & 0% &
(Group 2) 1742 0/5/3 igns on day No deat@sg R ®® @Q}
g oy Vo & i g
@)
Female Y > N\ *’\t@ @U
(Group 1) 0 0/0/5 & |gSignsoidaye” @dea}§ < 0
N A gens o S &
@ 4 @
(Group 2) 1742 0/5/5 V\ﬁ '~ Way O@nly QQ§ No@ath@ﬂK 0
@é Is with

* number of animals which died spontané@usly, &nd/or wide sacgﬁced 1r@10r1bg>l sta @num@ﬂ ofa
signs of toxicity / total number of anl@ used per gr@@ %\T, @ /@

LCso > 1742@@m3 (1%1ngal}euhg\c\ﬁy ai@abl%@nccl@nonAQ . *”\9

) D X S S
R A L
B. Clinical observations § NS S &@ G o O
Group 1: All rats tolerateg, the t@mtl& ‘1]36@%10 qxg@ @ N @@
Group 2: Signs (bradyfmea, lgoured @eatl’@ pa@ms nfQfility %duce&nd %@erectlon) seen on day
0. %, N
A battery of reflex asure@ents@gas n@e 0n§ ﬁr@ost %@xgs’ur@%y Aﬁ rats tolerated the exposure

without abnorm eﬂeé@ Y @
\ v . 9 SN
C. Body wel \\ \ N @ §

Body welgk@)f ﬂ% a1 and@xpos%ue ra@eftz'ﬁ@ |§§ly a)begin of the study (day 0). After
h

exposure gpdy weight of oth @roup eve a slf rease@ay 1). Comparison of body weight
devei@ent durmg vat@’ perio be@geen comrol and the test groups indicate no
signifrednt differenc@. @ S %

D. Rectal temp \res‘& Q \© ;@y é& &
Rectal temperatgre @um(@ ]@fter %@Sbfségl of e@)sure was lower (statistically significant) in

both treated ggoups @}Lpar@ fo tl@ resp@rtive gontrols.
E. Necropg? § \\ S @\
Indivi:%@ gross-pat logicxan@i’ati 2t tb@@rats indicate at two male and female rats light-
colourkd areas at the Jang. ) % ©\
N PN Q %@,\ Conclusion

the LC50 1 @eate%an mg/m’ (@xm‘lal technically attainable concentration)
Proposed&c sif} tzonf KQ
Q@ t10§?EC)§IZ?2£ZOOS (CLP): none

%@@@

m & l§
é@sess nt and conclusion by applicant:
Studysneets the current guidance and the requirements in 283/2013. Acute toxicity via the inhalation

route is low in the rat. The LCsy was > 1742 mg/m>. As this was the maximal technically attainable

The test item @quid aerosolhpro o haae low inhalation toxicity in rats. For both genders combined,
elli
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warranted for acute inhalation toxicity.

concentration, and as there were no deaths and only transient clinical signs, no classification is |

o

9

CP7.1.4 Skin irritation @ S \QQ
L

3 & &
Data Point: KCP 7.1.4/01 ©) & S
Report Author: [ X Y O O e
Report Year: 2007 o &Y .9
Report Title: AE C656948 & trifloxystrobin &@250 & 250 g%kcute skin 1rr3t@onfco \ésmmksﬁ rab@}ﬁ
Report No: AT03623 ) @ A N
Document No: M-283572-01-1 ) N \ NS
Guideline(s) followed | OECD 404 (2002); EEC Qrectw%?!&’-l@nﬁr;;?l E;@e%},lod B@l%?kEPA OPPTS
0) @
X

in study: 870.2500; MAFF 12 Nofidan No%628 ece
Deviations fi Q ) MRS
eviations from none % @ \ Q g% Q @' @

current test guideline: @

@
Previous evaluation: | No, not prevmﬁ}valw&ﬁi @ A ﬁ§

GLP/Officiall Yes, cond d P/O 11 f
icially es, conducte er@ l‘ﬁ@?a y@ogn@ testgg acg& §y %

recognised testing
facilities: Q o e @6 ﬁ(\? x@ é®@ Q@
Acceptability/Reliabil | Yes w,” @ @ S Q
ity: S @ v S @Q o é
v O A @ S A
@
o & <
L M@ :@th g
%@) erm@ n:i 0 & :
S Aﬁjﬁs\%s +@1ﬂ07@@%mb SC 280+250
\ < « Abbr iont FLU+TES 00%
@em@tlo%@ SHEEN 1@000@88(@
f@ Descnptl %@ <\ &elge@ispe@wn y\’
@ Lothat@%ho S @ . 20862004983
Con@g &\ opyram (@6656948) 246.1 g/L certified
@ \ GA @792%{Trlﬂoxystrobm) 245.8 g/L certified
SIZ‘%I]H es‘ﬁp

.9
S

@@ %
, j%/
a

v
A. Materials §§
“5

1. Test materi

kY
@?ﬁd N Gﬁnte&?&w study duration; expiry date: 24 October
@

.y & &
2. Vehicle: (& Q§ @3@ & %@

@ @§ Q%m@ rabbit
NN 5%1 KBL(NZW)BR

Agg: . N Q@ Q& Young adult
@'eig@atd@: N g | 24-26kg
Ssaee O &V

Q@ g&lim§13an@eriod: At least 5 days
{*ﬁ : B Standard diet "Ssniff K-Z" 4mm (Ssniff Spezialdiaeten

Q© 2 © @ GmbH, Soest, Germany), 100 g per animal per day;
N roughage: hay, irradiated (Harlan Winkelmann GmbH,
@ Borchen, Germany), hay pellets (ssniff Spezialdiaeten

GmbH, Soest, Germany)

Water: Tap water, ad libitum
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Housing: Individually in cage units Metall/Noryl by EBECO
B. Study design and methods @ S
1. Animal assignment and treatment N §
Dose: 0.5 mL/patch S @® S
Application route: Dermal @JQ S <
Exposure: 4 hours S\ § €§\ &
Group size: 3 females v NN é\”
o N N @ @
Observations: Clinical %ns skin efs body weéﬂt § %, é
II. Results a dlscussum&@ é\a Q @Q &
A. Findings ) Q o & & < &@
o sy L@ V9 9 @
Table 7.1.4-1 Summary of irritant effects (Scores) - & > & & .
Observation D %9 <K @g @esp%s %\ersﬂ)le
Animal | (after patch removal) A | 4B 48| TR res | Q | & dak%}
> ﬁ o
| ?rythcma (redness) and @eg%ﬁar N @} @ § N ég
ormation N > 0 0- 0 & gy - Qna
Oedema formation | @) (%% QQ @ (W @30 O éy ¢& na
5 Erythema (redness) Qld %har & ke N @V @@@ @\y o Y
formation @ %G @’ 0 N 0 @°0 4 0¢ Q - &« na
Oedema formattg;l ) 0 1 o Q@ L, @90 O na
O A =
Erythema (régness) @nd ar | © & N 9
3 formation * %E] §U a> 0 &£°0 % (}sg@ Q\% - na
Oedem@mat@@ %@ S &Q tk @ % 0.0 ° -- na
na = not applicable AN & ) @

& Y
Response: @egx@ for @an scores \ 150 @
B

@ 10N {E@} No 1272/2008)
P@ 1m§§g@ for m@n sc&ss >®ﬁ < (G catc@‘y 3)
@’
N @ tagvfor r@n bu@ @2 3 (EC) No 1272/2008
& o @ Ry and category 2)

Q\ N Q N I%}Zongusmn
N
FLU+TFS SC 580 is@ mg t@he qgﬁ of rabbits. &
The study e Ruificatonabe
y tesult triggers follwmg lassifica 0&&) lling:

egulanon(E@ 4@?2& @(G no
P A
@

‘o Q
Study meets t@wcurrent gu1@nce a@d the equirements in 283/2013. The product does not provoke
skin 1rr1tat12$and t@%es@do %P%trlgfge lassification.

Q
NENS Q
<\9 (ON @v\g
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Data Point: KCP 7.1.4/02
Report Author: ] o
Report Year: 2007
Report Title: AE C656948 & trifloxystrobin SC 250 & 250 (Profect: AE C656948) EV@&UOH @
corrosive properties by using an artificial 3D-skin model
Report No: AT03577 o> &
Document No: M-283575-01-1 ~ o «\\
Guideline(s) followed in | OECD 404; EPA 40 CFR part 160 (1989) &ﬁ O NG
study: MAFF 12 Nousan No 8628 (Decdiber 06, 2000&2%Equwalem to@ EP@@PPT{;\
870.2500 SUPP X & @ C
Deviations from current | none & @ R O
test guideline: @ ~N O R @
Previous evaluation: No, not previously evaluatged 9 Q N N
GLP/Officially recognised | Yes, conducted under G@Ofﬁmally @gnlsi&{esn@é fac1%@s @ @U
testing facilities: G 23 B
Acceptability/Reliability: | Yes S Y e > v @’ &
‘”\% NN > ) § @ @
NI R SV &
Q@ M&%rlals\and thods é\y @ SHENS)
A. Materials & @» @ % \@ @@ N @ %@)
1. Test material: Q AE@§656%8 + Téiflox @ob%&é 2505350+
& - N ABbrevigiion n: FLUTES SC 500 S«
Specificationno.: % N @020&0012 86 < \@ 2 ©
Description: .9 O @Q B o 1 suspenswn § @ y\?@
Lot/Batchno:  ° @ o “ 6-00@983 § « % §
Content: &% @ & Fluogyram (AE C656948)521.1% wiw
& o RE 7@ (Tyifloxystrobiny; 21.1% whw
Stability @st o&@pou&} @ara&t%ed forytudy @aratiohy expiry date: 24 October
S N &@007% & -
2Vehidg © W o S O
3. Test @gstem é}’ @9 @7 Re on 'Q" an\e@jldermm EST-1000 (CellSystems,
@ @ St Katharinén, qur@ny)
B. Study des1gn<@\l étho séﬁ o w\,\ @x R
Test systeij % é\g ﬁ)@’tls ue eq ialents were shipped in 24 well cell culture
@ ©Q @© (&) late Agardse supplemented with maintenance medium
Y O © \O\ ~ (Ki onte@s EST-1000; CellSystems, Cat- No.CS-1001).
% $ § ,%Q rts were of 0.63 cm? size. All tests were performed in
@’ .9 9 @ pletiiﬁ’)r each concentration and each time point (3 min or
NN
\%oncennatlo%’ @@ N Q T est item was applied at a 100% concentration, i.e. 50
@° &@ @ ub per insert.
Application o tegt¥ha egi% nd Q"or testing of chemical induced corrosivity the EST-1000
incu on:@ ©@ inserts were exposed to 50 pL of the test item for 3 min
@% & @© §’ (RT) and 60 min in the incubator (3 inserts per period of
Q& Q@ % ©© incubation time), respectively. 0.9% NaClI (50 pL) treated
<\9 @@ Q) % epidermal models were used as negative controls
Q© @@‘@ © @ (determination in triplicates).
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Determination of cell
(MTT):

Reliability Check:

MTT-assay medium). The tissues

2 hours under cell culture conditi@is (5% CO- 3y°

viability ~After the incubation period the inserts were washed
carefully in PBS and MTT reduction was performed.
viability testing the inserts were placed in new 24 w
plates containing 300 pL of MTT sqlution (37°C, I

/ml 1@’
e 1ncubate r abQyt
X

humidity). The extraction of bliye formazan

in Isopropan
shaker (at 1

duphca @at 570 nm i

(Softwaredy Bi

Q R
Rehabmty of e teﬁcﬁ?’as Cl& nnec@’oef(@by % ' °
7}
Q &

&%nte@@omg Vali

Q@ eval
(ﬁrek) Nowg

ne
@ on@ere

%ﬁned@
24 well platgsy2 ml per 1n§°&1’t) onavert

60 min). F@detemmatl@ of
the absor&lon of the Iq panol -extra@s w.
n automahu@ader

viability
eas

S@Bm@
%}@e Wl&@KC

Evaluation criteria: @§ E;tan(:@ are c&assm as cﬁmosw@f thexgell vidh lity of
Q 00 dec sed l@ or b aftet>3 min of
&© %ﬁcub@tmn (N e %Ei' if tl@ cell lgj))q less than

Q 159 aﬁer mi ex ure @31 tenx

@5 @ '@ S
NSRS -’ & F &
® @sul& s and %yscussé% 2 o
A. Findings @ T Q& 35@

FLU+TFS SC 500 was ot detected as@po

model

respectively) by the@]’ 1

@

N
s®§ ( @edu@he LDs valtse an
afteran 1@%6& peru@ﬂ 3 Cmm ore) m
S @ s

Table 7.1.4-1 Sugihary of resﬁs Q@

o

e 15% viability value,
min.

Compound N Q) Cell%ﬁ’ablll&after % 13b®r aﬂe@%ﬁ Classification*
SN Sl S Lmin%
O o :
FLU+TES S@SOU @J@ %Q 9950 % .9 <®5.7© @ Non—(;orroswe
N O > Negative Control
Negatwontml RN 10}@? 7 00 Y
* Cldssification was déne in g@ordance withnthe ex1@ng gﬁﬁelm&%ﬁd internationally accepted protocols,
i.e. evaluation of &% val&? afte;@@mm l&}tharﬁ&ﬁ% viability after a 60 min incubation period.

@ % %Ll@j C&lclus@

Q
FLU+TFS$ 50((’&5 r@ﬁcharagtens%@oy wlgnlgg@r& impact on cell viability after the 3 min and
after the §0 min period.& ©\ ’%T’Q @S@
Thus, F TFS SC 589 Shﬂ@ not @e lab@ed as\%@nesive to skin.
S
< § = D _(0% QQ
Assessment and concl@ion by'a i%nt' )
@739 o . : : .
FLU+TFS € 500 does n@mv@@ skin corrosion and the results do not trigger classification.
@
s o s 9
>y S D
¥ & AN &
B
< Y

6

@

@d mé
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CP7.1.5 Eye irritation
LD
Data Point: KCP 7.1.5/01 : Ny
Report Author: I N, S
Report Year: 2007 N & K\%
Report Title: AE C656948 & trifloxystrobin SC 250 & 250 (AE C656948 + TFS S@ZSO-@O
G) - Acute eye irritation on rabbits éa 2)
Report No: AT03624 o 2 NN
Document No: M-283570-01-1 X @ O D @ o
Guideline(s) followed in | OECD 405 (2002) o NSNS
study: EEC Directive 67/548 Anne@ - Method %ﬁ, (1967) Q Q @© @
EPA OPPTS 870.2400 =) &" @ & <
MAFF 12 Nousan No 8@ (December 96, 200(@ © 9 w@
Deviations from current | none @ 9 % RS %
test guideline: & @@ %Q S @%;%7 @§ -
Previous evaluation: No, not previousl)gevaluq?% @7}\) ©@ © Q) {(@ &’
GLP/Officially Yes, conductedﬂ@er GaLf/Ofﬁ'&ially cognised testi sYacilities < @
recognised testing @} \\ @} &% ©§% "\I@ é’ %o §
facilities: O K N D e &L S ©
Acceptability/Reliability: |Yes . ©O° A5 TSy & 9
© N B
Ve o d & 9,8 O
o & T L S U O
&L Materialsdnd rhethods)* ¢, o
S %)
A. Materials © é @Q @& v @ N %@
1. Test material: S QN % AE§656@8 + %oxysi\?obimgﬁ 2@250
é\a ¢§ %@ A@rev@on: RL +'@S SG300 -~
Specificationo.. . & «Jo200001288 o O _©
Descriptions \© §\ “> Belge suspgsioé@ @§ @@
Lot/Batgfino: Qb o S @6—0@83 S O
Content: @ *v & lugam C6Q94&)§46.1 g/L certified
N & @9 @ CGA279202 ( ox&%‘bin): 245.8 g/L certified
%{ﬁility of test@ompatipd: guar%n@d fotstudy &ration; expiry date: 24 October 2007
- N SN Noped KN
2. Vehicle: NOLEER NS N onge@%, é&
3. Test animals)” <\ @ @7% NS ©©
Speciesg @Q @Q LO RibhitQ @
Strain: © ©© Q\\ Q\Crlt (NZW)BR
1\@ % N) @’jﬁ %%fg adylJt animals
ight at do@: N N 8. -}ﬁ@ﬁ%g
Ssoweer T S0 Q
Acclimat@a{tion pc@god:&@ @ A&ast 5 days
Diet: & %“ w S%ndard diet "Ssniff K-Z" 4mm (Ssniff Spezialdiaeten
@ Q Q@GmbH, Soest, Germany), 100g per animal per day; roughage:
@& Q> @© §’ hay, irradiated (Harlan Winkelmann GmbH, Borchen,
N Q@ ©© Germany), hay pellets (ssniff Spezialdiaeten GmbH, Soest,
g\f @@ @ Y Germany)
QQW@: © @ Tap water, ad libitum

Individually in cage units Metall/Noryl by EBECO
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B. Study design and methods

1. Animal assignment and treatment @ >
Dose: 0.1 mL in one eye/animal ° §
Application route: Instillation into the conjunctival sac & @® S
Rinsing: After 24 hours 3 S o\@
Group size: 3 females =\ L o
Observations: Clinical signs effects, bo@welght ~ "\@ S

IL. Results ani d?cussmn ©Q @ § é\g S
e
A. Findings @ Q& . &© &Q @© @Q}
There were no relevant systemic intolerance re@s. N @@ Q @}
Table 7.1.5-1 Summary of Irritant Effects (Scores) O > @ 6\ v E
Q @ w\a @ean©é@' &@% Rexersible
Animal | Effects 24k 4@{% @ﬁ) Qscores Response ys),&
Corneal opacity C;@vm o N0 > Q‘% Q - 11@
|| mitis @0 N0 @ oS D0 4 &
Redness conjunctivae @< 0 % 0@ &Q Qo 0.(0@L @’- (69 @» na
Chemosis conjunctivac@ 0" .0 0 .S : O - f,“@ > na
Corneal opacity @, LD 70 @@) A0.0 S <O na
, | s N 0 0°] Y J@%g| T A na
Redness conjungtivae é& g&y jS @ o @ 7 9 1*
Chemosis oonjglgc,ti\@e “0 0. @&| 8o ) @ na
Corneal opagity @ % o P g@ ¥ LN 0.0, D na
3 Iritis @) \J@w @ @ §9 0, 0® N na
Rcdn@*} conjattivie, ‘z@) 0.9 & | 00 J© - 1*
osis @Junutlﬁle 085 v 0.0 - na
* In respect t@he rgﬁi’t 1 l;\é&st app\fft):atloﬁ\ @@\\g @W @N @
Na: not applicable N Qy v
Resposis¢ ~ for mean $\Co Iri Cohjungtival 2 I
SCOTE @7§ opa @ redness)°| oedepia ©\
- =negative  ° <IN <l AYV<2° <2 NRegulation (EC) No. 1272/2008 and GHS
(+) | =mild irrita® © | >b- <3 L=l &g >y GHS category 2B (effects reversible within 7
@§ Si 3 Y Q§2 %@ days)
q = irritant d =1 - 1O K2 >2 Regulation (EC) No. 1272/2008 (GHS)
m@ m® @) < @, O v category 2
++ | =irreversible >1.5 & (§] Regulation (EC) No. 1272/2008 and GHS
effacts/ serious §y § %’Q % %@ category 1
mage g N @ S @
Q A\ N N
%, @ @ D
CTE " fo
& . Conclusion
FLU+TFS tatmg to t eyes of rabbits.

@%’

The srug res rlg @@y the
eg@@tmn( )N
S

%
N On
N

lowﬁ@ classification/labelling:
72/2008

(CLP): none

%sess?g?lt and coﬁmn by applicant:
Stud i

eets the current guidance and the requirements in 283/2013. The product does not provoke
eye irritation and the results do not trigger classification.
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&
CP7.1.6 Skin sensitization S S Q@j
& RS
Data Point: KCP 7.1.6/01 O L
Report Author: . ) o 2
Report Year: 2006 U RN %, N
Report Title: AE C656948 and trifloxystrobin §C 250 & ZSQ\Evaluatlon 0@6tent derma]
sensitization in the local lymph node assay ip tHe mouse % QD /(\Q
Report No: SA 06266 NG R L e REIRZ
Document No: M-281763-01-1 A0 72 R © . o
Guideline(s) followed in | OECD guideline 429 (Zbé/ﬁ) XN Gog 6 R RS
study: & < @w? @g\ N %"\g
Deviations from current | none % (@) @ @U & o
test guideline: Lo 9 N & © @ @§
Previous evaluation: No, not previogf?l? eva{iﬁted S &ﬁ L9 w, §
GLP/Officially Yes, condu un@iﬁGLPég%ﬁcialQ%ecoir@ed tesyng ﬂ@ﬁties QS Q
recognised testing @ % Q X @ § @ o
facilities: AN S
Acceptability/Reliability: [Yes "X ¢ 9 o & 9 0 O N
R “@ > @* © 4
< \ © g @Q & S é
I@ate@s andmethods @ Rz
: \ @ & & @ NS
A. Materials % o S @ o @
1. Test material: <’ «§ @AE C68694 Nnﬂ@ystr 250+250
& o < Abbr 1at%5§FLL@TFS S 508@
Specificagioh no, @ 102000012886 S @&
Description: @6 ) & K@lge spengipn @%
LotBatchnd? v ¢, A, 2006:0049 ©
C@a‘cent. &Y @9 @ Fluopyram (A@%%@? 246.1 g/L certified
AN L@ o\@ @GAQZ@ZOZ erﬂ%@strobm) 245.8 g/L certified
Stability 0@ co oun&%ﬁ \©Gu tee @)r stuﬂ% duration; expiry date: 24 October 2007
2. Vehicle: ©& @ § @,@\9 1% aque@us Pl@nc Acid
3. Test anirfials ©© @@ \@ \?/I \ @@j
NS
Species: S © %?Q 0 @
fg : @ QQ @ i
e: N @ weeks

N
\\Y\’Welght at dosing @@ @ v

@

Q21 @ g
Q least 5 days

Source: & @
Accli @tlsat@ﬁ)e@ §
Diett %, © &  Q Certified rodent pellet and irradiated diet: AO4C-10,
@ @Q © § S.A.F.E. (Scientific Animal Food and Engineering, Route de
§ @@ % KQ Saint Bris, Augy, France), ad libitum
§Wa%§y § §0\” Filtered and softened tap water, ad libitum
Q H@using Housed individually in suspended, stainless steel, wire-mesh

cages
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B. Study design and methods

1. Animal assignment and treatment @
Dose: 0% - 25% - 50% - 100% .
Application route: Topically applied onto the dorsal surfage of both e S
Application volume: 25 pl/ear @JQ N <
Exposure: Three consecutive days (dO0, dl)%Z) § €§\ &
Group size: 5 femalebr‘grou@ \ é\”
Observations: On day 5, the el pmhfer a\ in the 10 od @ s

measured By incorporat 60 of tritiated,, rgﬁe
obtained ¥#lues were uél to cajgula&@roh eralio dlc

[=H

Clinilgns (daQ 0@ we@lt (2@ beggning
terml nation of sm@ Y @ 6 Y §
@lt i di s@'s N @Q N
IL. R ] ISEJNSSio .
Swcacac SN & o
A. Findings \

”\9
No mortality was observed durin @e st&dy Al@ammﬁs tre@d a %0 10 RNof o had
depilation around the ears. No cu@ou&i‘%’actlc@” bse@d a‘[§% tre or t ne ative
control or FLU+TFS SC 500 tredted grd@ps. @

‘”\9

No significant body weight ch aes Ggere &ew@mnr@he &l@y %@er éﬁe coiitrol or in the

treated groups. @@ "o > > & Q [ é&

Results of the prohferatmﬁ\assa&gare su@an@d in t follo&gmg l;%g@e &

Table 7.1.6-1 DPM, DEX and@t:mgﬁtm@degValues for al\f@ro@ \zs@
D

QY D O umber of Stimulation
Test Group Name 2> @§ ﬁf@ © A\@ DRM ph fodes | %’N Index
Control Q@ > @04 e 19 330 -
1% aqueous Plum&f\q& . % Q & & @
FLU+TFS SC 509 N 9 | D10,0> 392 1.3
D5% in 1% agdous k@omc@ud S @ ] § r\”
FLU+TFS SC500 @ % .2 | Q276 4 328 0.99
50% in J‘%@iqucous Plugonic A(sig@ @\% & v @ @’S\?
FLU+§ scs00 O N & 3369 10 36 1.0
100% dlluted) . @ O @“ O L X O
%&
Negative 1ymp%pro@ratn§&esp@es (SkB) e no@for FLU+TFS SC 500 at all concentrations
tested. N Q . O ©

There weé@m cogfour@ ef cts oft 1tat® or t@mty, so the proliferation values are considered
to rﬂ@he sensitization e feets O@Te test@sﬁlbbt&&
FLUAGFS SC SOO@Q@% fourd to be a no&@ns@mg formulation in the Local Lymph Node Assay.

& ® @@ ® Q@ Il@\hnclusmn

FLU+TFS S@#500 is not s Ql)tis%@nt ocal lymph node assay on mice.
The smgé&@%sul&%ger e fo%@wisrz%ciassiﬁcationflabelling:

0 gul%on (E@ No@§?232
% B

(CLP): none

<

S X’
d@e‘[s the current guidance and the requirements in 283/2013. No sensitizing potential was
notedy=and the results do not trigger classification.
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\

CP7.1.7 Supplementary studies on the plant protection product . @ IS

N
No such studies are necessary since there are no concerns arising, e.g., from pptential syne@@tic or
additive effects exerted by the active substance(s) or other components in Fl%@ram + Trifkgxyst
SC 500 (250 + 250 g/L) that would require further investigations. S @ %
%% °\© Q, @ '24\9
© @ SN & @
CP7.1.8 Supplementary studies for cogblnations o@lant prot{g@ion g dugts S
No such studies are necessary since Fluopyram + Tri{toxystrobin S@SOO (250 +%% g/k) is notdntend
for use in combination with other plant protectio@’oducts. N 2 \ % @@
. A I S TR
CP 7.2 Data on exposure é & w\g@ N @@,& @Q SN

(Yo
Evaluations of the exposure of operators, bg%tanodeé% resi@ents aftd re—%létry w@(ers tdF luo@m @en

used in the FLU+TFS SC 500 formulati%%ﬁare eg%videQ\n tl}é@OHO\Q
@ Q

N 5 %,
Table 7.2-1: Product inforn@ion{g&@éﬁd Eo\ﬁi\cﬁoloé?\al Q@‘enc@@alug&ed@ th%exposure

assessment @% ] . N $ @@ O S %
Product FLUFTFSSCs@ " U ~N 9 o@ SRS &
(@) @\
3 D
Formulation | Soluble conc%tra%sb emu@ablencen@te, ete.S @ Q\@@ o
type N 9 £ & oo v O &
. Lo EL @ @ @PQ o @ @ Dermal absorption*
Active Suligtance N | JAAOELQY|  Iphatation q
substance(s) | Cop@ntration (RVIRAS) VA rpti absoeption
(incl. content) @; g/gi [mglbw/d o/kg bw/d] @ (% ]@@ o %] @ Concentrate Dilution
. N L . [%] [%6]
Fl‘;;‘ﬂ;;““@ @o %3 0.0 N (;@&9 @@00 Sl @owo 0.083 18
. @) % @ @S& ) é\ @ \Zj ;\7
Triﬂo;g@mbi OEENS L <
. o @ 0.06 Q03 \© “Yoo \3 60 0.14 16
(TFS) O 4] & O s S

Qp Q
*For more inform@?tion @se réfer to (@)’B%g 7.3 o\% @)@ @j@@)
@ O g . ©)
Q © SN N
Selection % representﬁl@ve use an ustg@ati@
The criti AP(s) used for @exp@re agsessmeht of the plant protection product is/are shown in A

list of albintended 1@5 wi‘wgn hezone/ is g'ﬁ@l in Part B, Section 0.
5 O SRS
N (g @\ R Q
@ N

@* SN
& An N
& vs% § N &
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Table 7.2-2: Critical uses and overall conclusion of exposure assessment
1 2 6 9 10@
Use- | Crops and Application rate Remal@: Acce @h‘ty of
No.* | situation S expo&h @
(e.g. growth (e. ass&sment@
stage of crop) sai%@r!ﬂ-‘nergist @ :
Max. :%’ha)} D @
application L " A % 3y
rate critical gap foR, > 7@
kg as/ha v operator, Q g
worker, @ @ &
)as. 1 SN bystand, %r 4@_ 3,.
b) a.s. resident posge s g.j '§ i@
Qy 9 hase&%n Q ElE| Ehe
QL [Exposure \ é@?g ;éyé
e ni@ifel] %b . .
2 | Grape (VITVD) %@ ; D (Buidanggyon th
% @
A

assessment of

<

(BBCH R N expistire of é @
53-73) QI §
@
' .
RN
S alS
g?) @ @® odu @FSA
@ & Journa N
& o 201@2(10):33@
5 Lettuce @ a) 0.8 =z : rato! 2
(LACSA) § b) 86 @% utch el,
D cuth@
(BBCH @ N Greenhouse
12-49) S §a Mddel, Trolley
< g
N N ~(¥UROPOEM 2,
& BfR Model].
SRS
\@ § Workers
(EFSA Model,
o\@ 3 @ EFSA Journal
N a A @Q N 2014:12(10):3874)
*  Use number(s) 1 interided GAPs in ParkB, Section 0 should be given in column 1
**  F: professional f ¢, Fpgs)brofessional and non-professional field use, G:
professional nal greenhouse U@Bpn: professional and non-professional greenhouse
use, I: indo N) N QQ @
sk . 7p 2 B
e.g. LC: nou%{ ) HH: hthd-held
N @
Y
o S N S
Justification KQ

The\téhosen use nov2 ¢
worker exposure.

For the cho
available.

representglive

1. EGPA Gr ho

tch Ggeenh

NS
@o@% g@epr

<
@“‘t"@@

O@C m@el (Van Golstein Brouwers, Y.G.C., Marquart, J. and Van Hemmen, J.J.

o

tat@r@use in the scope of operator, resident/bystander and

S
%door applications, no EU-harmonised model is currently
%@xposurﬁ: model are applied in this risk assessment for this

2 <§ﬁ& <
19969> Assessment of occupational exposure to pesticides in agriculture. Part IV. Protocol for the
usevet generic exposure data. TNO Nutrition and Food Research Institute, The Netherlands. TNO

Report V 96.120 )



E \\ Page 25 of 80
BAYER) 2021-03-22
\: E / Document MCP — Section 7: Toxicological studies

RS Fluopyram + Trifloxystrobin SC 500 (250 + 250 g/L)

3. Joint development of a new Greenhouse Agricultural Operator Exposure Model for hand-held
application (Draft, submitted to EFSA). 75" centile and 95™ centile. More information can be , -
found here: @ @6
https://mobil.bfr.bund.de/cm/350/joint-development-of-a-new-greenhouse-agricultural- opeé&or— g
exposure-model-for-hand-held-application.pdf ©® @ @

4. AEPLA Trolley Study (exposure values cited in: Evaluation criteria for th@estimatlo the
exposure of operators, workers, residents and bystanders to plant pro %on products@/hm %10
Sanidad, Servicios Sociales E Igualdad, Version 02; Ngy. 2020) — S@@msh require] en&\ @Q

? O
5. EUROPOEM 2 Model (exposure values cited in: Evaluation crlt@ for the estlﬁatlo the
exposure of operators, workers, residents and by@%dcrs to planit protection pgo ucts 1n§r10 (%%

@

Sanidad, Servicios Sociales E Igualdad, Vers2 Nov. 202 w) fiish @qulr ¢ ent @}
< AN D . N
& NN > % S \ Y
CP7.2.2 Operator exposure A & @Q Q@ o ©§ @ I
&% > \ &6 %% °\§ é\g % §@
CP7.2.2.1 Estimation of ra (ﬁgexp re N v\g© @‘}9 §y L O
A summary of the exposure m forthe eswnatl%l@o ratordexpogire toGhe active
substance(s) during application o@ U TFS 500 gscording'to thecritiggPuse(s)is pr&&nted in the
following table. Detailed calcu@@mns are pres@’lted @pag ff. @ S @© %
@ @)
Table 7.2-3: Expov\ﬁre mdels § 1ntgded uses S <§@ .9 &
Critical use(s) ’ % /' kg p@duct&or pes Q° o \
v, | 0. @L / kﬁproduc@la fo@eaf ve@tabl(e%\and gLesh herb%reenhouse)
Model(s) @ utdo o 9 &
N) §uld&@e on the asse&menz, (ﬁxp ratorkers residents and
©© @\ bysta%dersg& risk ssme?@ for é t pr tionRro ducts EFSA Journal
D @@ 200y; 12(1@ 38% S & e
e v >
&Q\ @Q greﬁuse mdoo;@phc@ns U harmonised model is currently
o aml a l%T here aquzowr(&ndoor gposure model are applied in this risk

§§3 dysess @ Q

& /. Gree@ouse odel @
©Q 2. D@% §0d@
<

@ hou@
Q 6). dssessment of occupational exposure to pesticides in
% @rlc % oco the use of generic exposure data. TNO Nutrition
@7 @2 and 50 Re@g rch stztut&The Netherlands. TNO Report V 96.120)
N oint dev, f a new Greenhouse Agricultural Operator Exposure
t§ el ﬁ&and—@ d application (Draft, submitted to EFSA). 75th centile and 95th

\‘?\, ntll@\s/lore i n can be found here:
@° http& obl@fr burig’ de/cm/350/joint-development-of-a-new-greenhouse-
& %% agtdoultur opera@r exposure-model-for-hand-held-application.pdf
@ N %PLI@VOIZ@)/ Study (exposure values cited in: Evaluation criteria for the
éﬁ QDstimdtion of the exposure of operators, workers, residents and bystanders to plant
@ protegtion products, Ministerio de Sanidad, Servicios Sociales E Igualdad, Version
{% § @ 02Nov. 2020) — Spanish rezu;'r(ement ] . ] forth
@ EUROPOEM 2 Model (exposure values cited in: Evaluation criteria for the
Q© Q@ v [Restimation of the exposure of operators, workers, residents and bystanders to plant
@ protection products, Ministerio de Sanidad, Servicios Sociales E Igualdad, Version
02; Nov. 2020) — Spanish requirement

The outcome of the estimation is presented in the following table(s).
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Table 7.2-4: Estimated operator exposure, Fluopyram, Grapes
Level @ 6
Model of Total absorbed dose % of systemic AOEL! §
data | oo (mg/kg/day) (RVNAS) @®
U 2o
Outdoor, Upward spraying, Vehicle-mounted % N @\ >
Application rate: 0.05 kg a.s./ha y © NN
7 & > \° AN
EFSA | no N8 @ © @
2 0.00681 R B, S & &
Operaa Pre Sl O Tt &S GO
Y
(75™ , =\ R & & © &@
) with @ @ % Q g @
quantile | ppps 000273 D 54607 <7
regression) N &° N %@J ©© N 2
&
" AOEL (RVNAS) of FLU: 0.05 mg/kg bw/day S ¥ Y @ .

2no PPE: Work wear - arms, body and legs ca¥ered @' @ @% S
3 wi ’ ' 8 158 i @ : @
with PPE: Work wear - arms, body and IZ%?Q red: “in add& glo@ durlrg%uxmg@d loq&lﬁng and when s. ing
contaminated surfaces during 1cat19§ @ & Q N & Ro
: 2 ISERS)

@Q c&& . SRS > @Q @ @ ©
& v RN SN S
> o & S <
Table 7.2-5: Estlmat@ ope@r e@sur@@nf@strQ in, pe%§) “
(@) ©
% AN 2
Model Lz‘;.el @Tota@sorlé)dose@§ @ S @%of sgg?eml@OELl
data | oo o %(mg/kg@y) ©§ @ @@% % @QV )
S
COute 2Ej@vvard@gayin icle- moul@d S
§.A catjon rate: @lﬁg@)@ma&
@ @ N & <
EFSA ® @
Operator P&Z @J@ y\g@ ®006 17, @’ @éP @§ @
Model ¢ QN G O
 ° w7 @ ©
T with | & § ESERSIR
quanéle> | ppps | | @ @ 0.0025 ke \ el 4.19
regression) Q\) & {é\&’ QO «° & Q
;AOE;E(RWA\%) @s 0.06 mg/ &tif @V @@
no . OrK wWearx S Ci 1TC
3 with PPE: &rk A arms@vodycan@iegs c&red I@ddltlo@jgloves during mixing and loading and when handling
ntaminated s ’!’ ces d&}lg ap, atlon@\ @
= AN
% @ @ %
@7 o Q @ N
Q A\ N @§ 9
N NS N
. w &@ @ &©
2 A N
&~ S @
Yy O & 9
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Table 7.2-6: Estimated acute operator exposure, Trifloxystrobin, Grapes
Level @ ° @
Model of Total absorbed dose % of systemic AAOEL! @\ §
data (mg/kg/day) (RV%AS)
PPE
. @J@ )
Outdoor, Upward spraying, Vehicle-mounted & @\ .
Application rate: 0.05 k/\a.s./ha «;4\9% o\© .9 [&@
S AN @ @
EFSA | .o \ Q@ o N & | &
Operator 2 0.0195 Q) 6.5 v < S
Model | - ﬁ@x N xé\g RO §
(95" . 9’ S N
regression) PPE ’ & RS A > %@4 ©© °<§’ R,
" AAOEL (RVAAS) of TFS: 0.3 mg/kg bw/d A I Y .
2 no PPE: Workowear—armlsl,lioc%y and ?ggsc red fZ}%ﬂ @© Q@ 6 @ @% @ &
3 with PPE: Work wear - arms, body and legs @gvéred:¥n add'&%g glo@ during%nixing@ld loq&iﬁng and when (‘
contaminated surfaces during a@&icaﬁ@ A @ & & N & Ro S
: 2 ISERS)
RS & p o
SR > O OO s
R © O § 9 .9 & ~
o & TS S U
v & 0 ©
N © N @ S 2
5 O N W T Q&
N N 2 § S % $ <&
v e O ¥ .0 &« \Q
NN § 3 Q &
@ S SIS @© @ @
SO S YN U e o
S P R O
¥ £ O O g P8 e
A S %
> o O & & N
A \@ \Q o \@ o \©
SE®) S
§ NS N > & >
oo e &
v O & .9 o O @
VW 0O O S & D
¥ o KX & o
=) % S @ %
@7 N Q @ @\
X < S) @ @} D
A ¥ S
> S
S NSRS
e
&4 <
o & © ©§’
SRS
(ON
$ & e s
¢ £
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Table 7.2-7: Estimated operator exposure, Fluopyram
Total absorbed dose % of systemic A !
Model data Level of PPE (mg/kg/day) (RVN AS%§
@ PN
Indoor, Downward spraying, Handheld N &@ ©®
Application rate: 0.2 kg a.s./ha @ I @
O
2 = . 2
ECPA Greenhouse Model, no PPE (@) 0.00514 {\% \%'3°\ §
Low Crop standard . 3 & Rz (@) ¢
with PPE . 0.001769 @ 5@ .
2 @ Q©
ECPA Greenhouse Model, Low Crop, no PPE v 02@ 6 & &© < 4%8 © @
intensive contact with treated crop . @
with PP@@' Q 28006099 s & 129
oBE 2 oaay & | & o
Dutch Greenhouse model, Handheld ' @\9 @w O@@’ > S = Iy
wily PPE 28 53&» § - 31@ §@
& .
New Greenhouse AOEM — 75" centile é@ no@?@i « @ | S O’Qi § ,,@7»@ & Q
(draft), Handheld, LCHH, normal cropg : SRS
@ Wil PPEL S| v 00114 &S V@ 2%
@ o
New Greenhouse AOEM — 75" centile w\\@no P&@ @{@ @7@5'26\%@ 6©> §> 523
(draft), Handheld, HCHH, norﬁ&roﬁ : 3 & ®)
N w;@PPE& o (&@}%92 & o 23.8
D
New Greenhouse AOEMR%%”' c nge @Qo P@ /{\%O 45@ < ~ 901
(draft), Handheld, LCHH, denéyop G wi 459 Q N
A1 deng 4 b v&;@lt@PEﬁ\@ O 0% 2848\\ E S 5.7
New Greenhouse LOBM 250 Q%@k <Giio PPEY S L% o 2105
(draft), Handhe Cl*z%i@dens& rop . 4, NS S
R it i wi \PE\M& 006837 « 12.7
© «§ o ToPRED | ©.01955% 392
AEPLA Trolley Study = S
> N D , 3 @ 0
& & 7 {Ywith PPE o o og&?lo 13.4
2N © I I
S S| apPeEs | D034oa 68.1
EUROPOEM 23fdel, high @ = S
N wi 3
) ($ S @& with®PE® | @j@ 0.021156 42.3
@ Np@ KOEEN \n@PPEi© . 0.017258 345
EUROPOEM 2 odel, 5 cray. S P
@% LT g vith PPE 0.006885 13.8
I AOEL (RVNAS) of FLY 0.05 mgiKg bw/day & D
2 no PPE: Work - army, body, legs@gvered
3 wit& E: Work Wear - , body and le@:ove@n addition gloves during mixing and loading and when handling
contaminated Sirface€duringapplicati

datory when intensive contact is assumed

4 with PPE: l&@?\/ious gl @é)oth

othi &kglo
&S

&> &
o & & &
Q
RN
¢ &£ <
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Table 7.2-8: Estimated operator exposure, Trifloxystrobin
Total absorbed dose % of systemic A R
Model data Level of PPE (mg/kg/day) (RVN AS%§ §
@ PN
Indoor, Downward spraying, Handheld N &@ ©®
Application rate: 0.2 kg a.s./ha @ I @
PPE2 0.00474 9. & o
ECPA Greenhouse Model, 1o Cn <& AN Q§®
Low Crop standard . 3 v N2 @) ¢
with PPE 0.001683 &
o A% @ %§ §” @)
2
ECPA Greenhouse Model, Low Crop, no PPE v 01& 18 o &© < 3 © @
intensive contact with treated crop . % v @
with PP@ Q @5%0025@ o & b 9% $
AR TS
Dutch Greenhouse model, Handheld ' G @w O@TJ > S = Iy
g«%})})ﬁf@f\ K 4 » § - 23@7§@
& .
New Greenhouse AOEM — 75" centile é@ no@?@i 9@@ S O(Zg@l § ,,@7»@ &3'8 Q
(draft), Handheld, LCHH, normal cropg : SRS
£ wifly PPE? 6&9 00111 § V@ 1.8
@ o
New Greenhouse AOEM — 75" centile w\\@no P&@ (({\ @@QS'B\%Q 6©> §> 388
(draft), Handheld, HCHH, norﬁ&roﬁ : 3 & ®)
N w&@ﬁ PPE& o (&@%74 & o 17.9
D
New Greenhouse AOEMR%%”' c nge @Qo P@ /{\%O 40@ < ~ 668
(draft), Handheld, LCHH, denéyop a . 45 ® N
A1 deng 4 2 v&;@lt@PEﬁ\@ N oé@oz%@%\ E S) 4.6
New Greenhouse LOBM 250 Q%@k <Giio PPEY S R 1560
(draft), Handhe Cl*z%i@dens& rop . 4, NS S
AR il wi \PE\M& 008386 «_ 9.8
© «§ o NoPPED | & ©.0043%2 8
AEPLA Trolley Study = S
: 8 Re . @ 9
& & 7 {Ywith PPE’ ISERS ogﬁ%ls 4.4
2N © I I
S S oao | apeEn [ Doosiod 13.5
EUROPOEM 23fdel, high @ = S
N wi 3
) ($ S @& with®PE® | @j@ 0.005919 9.8
@ Np@ KRN \n@PPEi© . 0.004487 7.5
EUROPOEM 2 Model, 3 oM mecay
@% LD ﬁwn& E 0.002698 4.5
I AOEL (RVNAS) of TF$; 0706 mg/Rg bw/day & ©\
2 no PPE: Work - army, body, legs®/ered\
3 wit& E: Work Wear - , body and le@:ove@n addition gloves during mixing and loading and when handling
conta@inated rface§during applicati
4 with PPE: ln@érvious %clothi N glox@poth datory when intensive contact is assumed
S A\ %,
@ < Q & ©@
& FES
& S8
@ & v o
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Table 7.2-9: Estimated acute operator exposure, Trifloxystrobin
% of system1§
Model data Level of ppE |  1otal absorbed dose AAOELL " (5
(mg/kg/day) @ (RVA @ o
G @)
. @ N
Indoor, Downward spraying, Handheld N
Application rate: 0.2 kg a.s./ha % . O @ @
) © & S
New Greenhouse AOEM — 95" centile no PPE v 0’0885}@@ ® @
N
(draft), Handheld, LCHH, normal crop with PPE3 27} 0.0 %9 é\g @ p P
@
< ry x & &
2
New Greenhouse AOEM — 95th centile no PPE@@ 1'0585@@ <2 N Q341 9 @

(draft), Handheld, HCHH, normal crop with E&\)E3 &° @@06& @ @ @6\ Qi%’s %,

N4 & o
2 @)
New Greenhouse AOEM — 95" centile &)PPE Qj}'% (@33 6 & @%2081(1\@%
(draft), Handheld, LCHH, dense crop @Q‘%\fth P@ @} @) 00 4@ ©

o R

o0gl @@ 16 §
8 R S @

New Greenhouse AOEM — 95th centil@Q HK%E N {g© 3@(80<©@ 6 ()

(draft), Handheld, HCHH, dense c@ wi%l P%A; S 3070 @© @@ @Q 25\4

I AAOEL (RVAAS) of TFS: 0.3 m w/gla% “©” > (] Q N @\\’J N
2 no PPE: Work wear - arms y and Te gs cogdr S @ & ©
3 with PPE: Work wear - armsz%’ody &gd legs ﬁered@baddltl@agloves%urm@lxmg aff@ load% and when handling

contaminated stffaces dffed ng a

©

O

al
4 with PPE: Impeerous clMlng %loves b $O%®en 1n@ve contact is ngﬁme§
NN
@ @ Qo S
Conclusion @ & \ § @ @@@ S @
The operator e)@asur estlmahonsegarrled%gut il %ated that t ‘gfxccq@@ble operator exposure level
(AOEL) of F@ S @ well@s th of "@S Wi ¢ exceeded under conditions of
intended usgs and c@mdeﬁng abgve m ntlon ers prot ivergquipment (PPE).
Based ono@%presented calcula @n iti ate%[hat %@hac&@’able risk is given with the intended
use of REU+TFS SC 00
> O W\,\ & Xy
§ \ (o8 >
2 @ S @9 \% SEN
@ 9O ¢ ¢ o O @
A N
AN L 4+ 9 @
& @ @ y Ko
@7 N Q @ @\
X < S) @ @§ D
S ¥ & Q
@" N >
R ) N
& S @
% Q
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Operator exposure calculations (KCP 7.2.1.1
Table 7.2-10:

Operator exposure, Fluopyram, Grapes, no PPE / with PPE

)

Substance Fluopyram  Formulation =  Application rate = Spray dilution = @apour pressure@@
Soluble 0.05 kg a.s. /ha 0.1 gas./l Qlow volatile sub@nces @
concentrates, having a vapour pressu{%
emulsifiable <5*10-3Pa
concentrate, %% °\© § %y
etc. C < N

Scenario Grapes, Outdoor, Upward spraying, Vehicle-mounted vBuffer = Q@ Nur@% of @ v\g@

g Sm @) a&ycatio@ @@
@ S Q)
% Q & ° &Applic&ion < @
ey Q Rintervah= 7 dags, @

Percentage Dermal for  Dermal for in Oral = o In§ tion R\ @ 6\ o * @

Absorption product= use dilution 100% & @@ g\@ﬁ 70 &, @% @ S

0.083% ~18% @ Q) RS D« .

Q 9 N
RVNAS! 0.05 mg/kg bw/day RV@ \@ \@- g%w/d% ©© © @@? @
(AOEL) & - & & . <\a - @
NN SN &L O
Operator Model Mixing, 10adin&a@ app‘é%ﬂon Af% Ro © %@ @ &y « ©
Q N N\ NS
Potential Longer term systemic Q 0.839 9 @6 %@RVN&@ ©©> % S
exposure exposure mg/kg bw/day S v > @ Q) e &
) @ QS

Acute systemic expoSuse % " § S @ % of QAAsg\@ & % ©

mg/kg bw/day 5 a ) @ & % y\?@
Mixing and Loading Gloves =§:s Cl%nng @rk \/ FPE = Nonyic\g R @mble bags = No

Q Cgrms, bo® and l%, @ ' @
s & oy S & .
Application & (@res Y e@ (ngng Work w&@Q P& NOI& @ Closed cabin = No
) \ a Hand S @ Q
©© 6 Cﬁxcovere@@, § v
N ) SV\\q S @
Exposure Longer t@l syste%fb 0. %681 \ ¢§ % OQVNA;% 13.6%
(Workweaxg@exposure mg/kg bw/ d%ﬁ @ @@ \@’
© \@ a
& Y, S Y \J

Acute sy§temic expdsure %, - § N % (&RVAAS2 -%

mg/kg ay @ ° “Z}

Exposure Loné@ term mic @027;’) v @ of RVNAS! 5.46%

(Including e@osure w/@ ©\ Q Q

PPE options @ N N N

above) } Q) @@ @

@7 Acute systen@expos @ ° . RS % of RVAAS? -%
mg/kg bw Q @ AN
' RVNAS = Reference Va %}ely tm@active tance = AOEL
2 RVQ%S = Reference Value Ac x1c, actie Su ce @
X QO
@ > & Q
S} %,
&3 o
SE s
S o ©
<\9 @@ Q) %
@ e T
N
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Table 7.2-11: Operator exposure, Trifloxystrobin, Grapes, no PPE / with PPE
Substance Trifloxystr ~ Formulation = Application rate = Spray dilution = Vapour pressure = @ 6
obin Soluble 0.05 kg a.s. /ha 0.1 gas./l low volatile substane& §
concentrates, &Ving a vapour pr@re of
emulsifiable IS *10-3Pa @
concentrate, > @
etc. A °\
Scenario Grapes, Outdoor, Upward spraying, Vehicle-mounted Buffer = go\g% Numbes 0@ N @ «z&@
m & appllc \s = @
e @ N K
Q Ap[@atlon@ éﬁ é
EN O iferval = Tdiys
Y
Percentage Dermal for  Dermal for in Oral = % Inhalatié@= @° & & @ &@
Absorption product= use dilution 60% Q‘S@ IOOK @ Q Q © @
0.14% ~ 16% R e N\ v
Q N4 w o %
RVNAS' 0.06 mg/kg bw/day RVAAS? & @@ %ﬁgmgg;%/’day @%7 S >
— AN @ @Q R & - & @ ]
@
© < ¥ A N
Operator Model Mixing, loading and@llcatm&OEM@ & @ s&\ @ fi& S
Potential Longer term systemic @%)178& @ @A) of R@@AS1 § §9/‘7°/ ©
exposure exposure mg/kg bw/day S \ @ 7 N R
Acute systemic exposure X 0.@1 @@ @6 "/@%{VA@ ©©> Zé’% S
mg/kg bw/day f‘\@ o v @y 2 @3@ &
Mixing and Loading Glovess YesK Clothfng>= Wo&wear oy PPE =\None o\@ ©& Soluble bags =No
2 Q @ ody ar@jegs AN @ N
o, C(ﬁ@red @ 5 @% y\g ?(\\g @
Application Mlove@@( es %lothmg(@WO °\<%E =§ne % o\@osed cabin = No
@ arrns@)dy andJegs §9 Q &
d
: @ e © L @
Exposure temlc K0.0%I@ &\ %of ’\'@ S! t§ 10.3%
(Workwear) sure 4 bw/@y Q K o @ §
.9 6 § Q @
S Acute systeml@&g}pos@ @5 @ @f R\Q@Z 6.5%
SO mg/kg bw/daA'g@ § - A
Exposure Longer tg syste 0. 0(§ % o AS! 4.19%
(Including exposu g/kg bw/day
PPE options @ % @
above) @ °© @)@ (@@
@@ute sy@nlc ex@ \ 0. 0‘1% N % of RVAAS? 4.06%
mg/ke bw/day \ D @ @

I'RVNAS @rence Value Non Acutel JKic ac \@"Subgtaf@ = gﬁl
T

2RVAAS erence Value A@tely to@ active stan@ @\
@ % N SN
%o > O S
h f ¢ & @Q &©@
G @ © 9
§E Ve
Y O & 9
& &S
N AN
<\9 (O @ N
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Operator exposure, Fluopyram & Trifloxystrobin,
Lettuce, ECPA Greenhouse Model

. N
Table 7.2-12: Normal Crop: N g
P S
@
Data entry screen & summary calculation sheet GREENHOUSE MODEL v_2. N ©®
SIS
Product: FLU+TFS SC 500 N @ § %@
Fornulation: Liquid S N
%, <
Body weight [ke]: 60 e Q) @\ @ @
Active substance(s): Fluopyram Trifloxystrobin A Q @ S X é
Concentration [¢/l or kg]: 250 250 N Eiusiuota X Q @Q %
Inhalation absorption [%] 100 100 @ Qg . &© < @
Dermal absorption [%4] Refmove @ Q é S
Concentrate: 0.083 0.14 QY N\ sbstancél] \ & @@
Dilution: 18.0 16.0 N @6@7 %, o @ W %,
AOEL [mgkg bw/day] 0.05 0.06 & @@ & @ @@ >
2 (@) @ S °
Scenario 1: Low crop, standard Ap - @Eﬁ @ Q % I\/ @ é @% @&
Application rate S A D
[l or kg product/ha]: 08 @& S @} &6 ©& \D é\ﬁ w, §
Dose [kg a.s./ha]: 0.2 @ K\ Ro N R pdd @3\9 @ Q
Work rae [ha/day] O & . & X qppena & o
PPEYuring aPP@ﬁJu: N v N @ QQ @ %,
PPE diig uinllosilig spitipgs None ¢ O X N
Respiration: |None ) Handsy Glov@s L8
Hands: Gloves O Heﬁ& None Qs
R
@ &}t @ﬂ§éwem]@“
Scenario 2: High crop. stindard §
Application rate @ D 9 ©
[Lor kg productha]: & " X @
Dose [kg a.s./ha]: L& ¢ 0.15 § U,]@ @
Work rate [ha/day]: ) 7\ 4 R N .
@ \ & PPE during applicstion:
PPE during mba‘:ﬁ @ [&iﬂhrﬁg one @ §
Respi : N N | Hands: Gloves &) @ QO @
Hapdls: Gloves @{ead: Nona, >
0;% S & @ | = S x@ “ |
& & S oS
» & QL0 A
Summary § ~ A o8 © @
Predicted svstemic exp@re as emﬁﬂm A@’L; Gge&house @d&l @
T5thpercentie @@ & © & O @
@ @ }steml o\ S
Active subsgance Pmte@n &xpos Q ‘@L é§ o
l% %&,k M (i bwidn®)  AOEL
Ky &) ) = 1S S
Low crop, standard \‘7&\ N % @
R, Nopey) | ‘OGRo0sisY 3 103
Fhmﬁé% Wi 0.001705% @@ > 34
: ) None g 0.00k74 & 7.9
Trifloxystrobin R @ . @ &@S@@;S - Q 0.06 e
High crop, stand}(@ \ﬁ @ Y @
Fhopyram & @\a Né K 0.021089 s 422
§@ gﬂ S Y 009153 ) 19.5
' S None o 0.01893 316
Trmyf,% S [ ) withse_ 0.008857 0.06 14.8

&
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Table 7.2-13:

Dense Crop:

Data entry screen & summary calculation sheet GREENHOUSE MODEL v_2. @o @
N N
g
Product: FLU+TES SC 500 S @®
Formmlation: Liquid @ & @@
Body weight [kel: 60 g N
Active substance(s): Fluopyram Trifloxystrobin Add @ @

: : - < o %
Concentration [/l or kg]: 250 250 Siaten s %, N . © 2y
Inhalation absorption [%6] 100 100 AN N
Dermal absorption [%) vC@ — @& é}” Q\ @ @

Concentrate: 0.083 0.14 s @ S é\ﬂ é
Dilition: 18.0 16.0 SN < é\a Q o &
AOEL [mg/kg bw/day] 0.05 0.06 %@ Q &’ & % < K@
Scenario 1: Low crop, intensive contact with treated crop 65@\; N @ Q \© @ @@
Application rate o Y @@7 6 ° %
0.8 & 9 N RS S RS
[lor kg productha]: @ @ 7, & @, @
Dose [kg a.s./hal: 02 02 %, ©) G O < <\ .
Work rate [ha/dayl: A @ YTl O &
PPE during :g&aamn: N N 6 S 9) %
PPE during mix/loading: Rrspira@ Nong @ & Tiy @ & ©§
Respiration: |None Ha Glaes § N Remove
Hands: Gloves HeIJCIQ fane %§ @Pﬂﬂgg § @ @
& \ \ cenar @ @ %
Ry o Ipergpetinyy, O @ &
o 2 g &y ) .o
Scenario 2: High crop. intensivg@sntact W&Lreated crop ((@’ & ﬁ% J @ é
Application rate R X o D
[lor kg product/ha]: s & @Qj @ @j S @ ° © &
Dose [kg a.s./ha): s 0185 § & N % Q R
Work rate [ha/day]: % @ ©© S
Lo E dl.g@ app]jca@:: @ N q& % o @
PPE during mix/loading: Q@ rtonghone & | w Q S K\
Respiration: [}y | ARnds: NGloves kY @ @
Hands: ves Q) 9 ead: 3, |N ) @) N Z
& N S s ¥ @ ©
o o P [Fomioncioving S
QS @@ < N e & o @
© N Q@ X
Summary °« % > ,@ @ @ Ko
Predicted @nﬂc exposure as&n‘em@of the L: Greenhouse Al 1 %§ ©\
75thp O . °
QN S @m"’i%Q i Q7w
Active substance @ Pm%nan <@ eXposage @ dav °
ngﬂ{%@dﬂ}] leg bw ] =
Low crop, mteml@ tact v@qnateé@p °\ D °, ~ “
S~
e o K
. ¢ Q@ne . O] 01555 NI 305.3
Tr[ﬂmm@[ & With Q Q005957 &Q 0' 9.9
ngh\% intensive contackwith kl\e@ ™ @Q@ @
Fluopyram @ With & : @ > (\&&%05 0
Trifloxystrobin @ ))E?:QQN %%3??3 @ 0.06 ry
R NOW
& &G
S o ©
{N @@ S N
¢ & T
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Table 7.2-14:

Operator exposure, Fluopyram, Dutch Model

OPERATOR EXPOSURE DUTCH GREENHOUSE MODEL gf
form |FLUZ+TFS SC 500 Application including mixing and loading °\
a.s. |Fluopyram @ @ 6@?
Parameter Value Unit References, comments @ &@ @
MANUAL SPRAYING in greenhouses @7 o\@
AR Application rate 0.2 kg a.s./ha summary of intended use: @
A Area treated 7 hal day Dutch model % Q @§ 9
< - S
Inhalation Exposure v w ithout "'@ @3\9 Q\
SV Surrogate Exposure Value 1 mg a.s./ kg a.s. For dusting see (Dutch @ @ &
> moge Y RO &5
Inhalation Exposure (w ithout PPE) 0.2 mg a.s@ E= S\Q Rx A &© & @ @
2) SN
Inhalation Exposure (with PPE) Q';@' \Nlth PF’E @ Q \© @ @
PPE-factor 1 » Non- p Nltertype@f’ 6 . R @
q& 9 (mos nservati @ A RS
Q @ éVanced see @ & % .
( model @ &
Inhalation Exposure (w ith PPE) 0.2 % mg day \ tor) x [E @ @
S v &
Dermal Exposure @ °\\ @ R wﬁho@PE \ N & QO
SV Surrogate Exposure Value 200©Q qio\rg a.s./, %.s. @lustm% note§gtch @ @
o del)
Dermal Exposure @ @ mg a.s’/ day, v I%SV X @? @ %@
o © O & NS O
Dermal Exposure (with PPE) @ R @’ § @ @E @ K
PPE-factor T 10 S % Sioves + oGiprall 104Butch Q
N & é & & model)e @
Dermal Exposure  (w ith PPE) % d S mgys./ day @EJE(PPE (1 xor ©
—_— 9 &
Internal exposure
IA Inhalation Absorption v o@ 100 @ @ X °\© é Q& \Q
DA Dermal Absorption @ & B @ @ R @ 4
AOEL @ @@ SO mg a.s./ d@@ @ed on 70 kg bw @
SO SNS T P @ ©
@) %thouk&’E AN wum&% %,
In@al expgriire  Q)mga. s@ay] @ [mg g5/ day] @ §
o S @
ation ¥, O 2000 o 000 @ IE(@ = |E x,(IA400)
R @ De% V\Z 000 % &0 7200 @ @int) =Dl A/100)
T Q7. 4000@7 0020y O m
&@ . @ o\@ @% o\@ N . Q
OEL k) ®)
alation & ®7 BN 62\;’ 6.7 & %AOEL =100 x IE(int) / AOEL
© Derm% @240 é\g %, 2 O@ﬂom DE(int) / AOEL
S 247«: K SIS
\) o) N\ ©
* NOTE: Th(ﬁove me@%one eI iSNfor spra in gr@}ouse@or dusting of carnations
the surreyate values should |nh §h@l be Z&g/kg instead of 1, and
dermgi@hould be 300 m@g mst of 20090

I

e Alleen voor g%swormer@/%asv&n@ée mi en eﬂ@onsontsmettlngsmlddelen mag een
gere factor dan 10 als vg@’word@voorgesch ven: @

ngedreven wlgelaatsmasker met
et filtertype 3: factor 40

ask
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Table 7.2-15: Operator exposure, Trifloxystrobin, Dutch Model

OPERATOR EXPOSURE DUTCH GREENHOUSE MODEL O\@ @b
form |FLUZ+TFS SC 500 Application including mixing and loading @ @ é@j
a.s. | Trifloxystrobin @ @ @
Parameter Value Unit References, comments @7 & o @
MANUAL SPRAYING in greenhouses @ @\
AR Application rate 0.2 kg a.s./ha summary of intended uses ™ . @ @ @
A Area treated 1 ha/ day @ Dutch model &v\’ %\ °\ &
@ NN @ @
Inhalation Exposure v w ithout PPE& @© § o &
SV Surrogate Exposure Value 1 mg a.s./ kg a.s& For dusting see (@ (Dutch é% Q ©© K@
mo
Inhalation Exposure (w ithout PPE) 0.2 mg a.s E=8V @ xA @ M Q& & @ &@
| | o N L @ © e @
Inhalation Exposure (with PPE) R @lth PPIf\ @7 6\ R @
PPE-factor 1 & @@ Non-pdwared n%‘f\ﬁltertypa% @ N X
( nsery, ): 10;
R %ced ﬁsee no§ @ é % & M
Q% . @ (Dutchymodel @ @? @
Inhalation Exposure (w ith PPE) 0.2 v n%\a/ day\\lE(PPE@‘l/PPEf&ﬁ% x |E @ %,
2RI RN SIS
Dermal Exposure Q@ K\ R N With&t\lla R @ @ Q
SV Surrogate Exposure Value 200 @ %{6\3{1‘9 as/ R@s. @iusting @ note* @h @ @ @
wodel)
Dermal Exposure @ .s./ day 6 I.“}- X AI@@ @ @Q o v
KO A S N
Dermal Exposure (with PPE) & ? 5 @’ & wi@@E 6 K
PPE-factor % 18& J o Gloves + govetal: 10 (Biich % @)
del), - o &
Dermal Exposure  (w ith PPE) &) ) N ./ day  DE(PPE) = (1/PPEfadtor) x % %,
S % @ o & x% SN
Internal exposure . R
IA  Inhalation Absorption éﬂ @§ 10%@ @6 A Q (i& N
DA Dermal Absorption @ % s @ §9 @ ) S
AOEL 3 N mg a.s./ dayQ d on 7@ kg bw @
&N & N @
® S Without & @ With PPE § B
In@al ex[@%re @mg as. y ] K [mg s%"day] @ @
iRation ™ 0@500 2:0.2000 ¢§ IE(in@= E x (4/100)
o @ Dern% 26,4000 % .6400 t) = DE @AM 00)
&Q\ T @Q» S .eooo@j o.s4 N @.
O
@halatio %N Qy56 Q" %AsE =100 IE(int) / AOEL
& Der 178 @§9 Y 18© %§=1OM DE(int) / AOEL
& 18y A B g sum
@ \) °\ o,
* NOTE: Thegove mentionec@@del i spra '\ln gre@use @r dusting of carnations
the sur te values should be chal : inha r-.{". spog@ be 2& /kg instead of 1, and
dermg®hould be 300 md#Ry inste@y of 200.9 @ °
SN

*k

Q%f’e: Alleen voor g%%oormen@’

hogere factor dan 10 als vo@’wo
filtertype 2: fac@) 20; Aangedre
& &)

%asm@@e mid
rde@ yoorgeschreve
Igel@xask

N

."tz enen

sontsmettingsmiddelen mag een
gedreven wolgelaatsmasker met
t filtertype 3: factor 40
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Operator exposure, Fluopyram,
New Greenhouse AOEM (draft) — 75th Centile

Table 7.2-16: Normal Crop:

Version of 2015-05-13
This spreadsheet presents the new greenhouse model which is currently under development in order to complement the AOEM.
In this main worksheet the results of the computations are collected.

This section is for data entry. To

avoid unintended changes, the This section shows the quantile
table is write protected (without regression estimate of the 75"
password), so only data entry percentile.

fields can be changed.

Estimate of the 75" percentile
of a log-normal distribution (as
recommended by EFSA),
possibly linearly extrapolated.

TA (kg) '°"““':"°" Hand wash
normal total hand
protected hand
Outdoor ML model, no total body
new data for body protected body
normal head
inhalation

AN
A GH-LCHH @ N @ o

TA (kg) dense culture  protection
normal

Rain trousers only available in dense culture

A GH-HCHH R A

TA kii dense culture protection

Product:  [formulation] %
Data entry: %
na & Dose rate

Wor
m@ (kg a.s./ha)

Fluopyram

02
Q
kg bwiday,
With PPE
0.00003
Wi
Sor
o fACEL | 1120\ | 23 |
ith PPE < [No PPE=\{With PPE,_
6 0.01189 o Y
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Table 7.2-17: Dense Crop: 0.2 L/ha

Version of 2015-05-13 4
This spreadsheet presents the new greenhouse model which is currently under development in order to complement the AOEM. @
In this main worksheet the results of the computations are collected.

Product:  [formulation]

Data entry:
This section is for data entry. To . th "
avoid unintended changes, the This section shows the quantile Efstlrlnate of thel d75t }:ﬁ(ﬁefﬂ(ﬂe wormte | bos g @ )
is wri i : " th of a log-normal distribution (as ork rate: e % .
table is write protected (without regression estimate of the 75' recommended by EFSA). AS. halday) | (kg asii %DA (conc.)| %DATdL) | BW (R (mglkg

assword), so only data en ile. g
gems can )be chan{;ed_ v percentile possibly linearly extrapolated.

‘wbiday)
SIS

S @
N q
Notal Amount
(TA, kg)
0.2

\
Fluopyram 1 Q2 . 0. 2N
27\9 o, N =~

N Ry
Expos@ng/kg bw/day) \
& »

MLTank N With PPE

@ 07 0.00003
lormulz(len Hand wash

normal total hand A LCHQ%\ID PPE With PPE

protected hand 0.45038  , 0.00281

A HCHH No PP With PPE ( P
1. 0.00634 0085 ]|

TA (kg)

Outdoor ML model, no total body
new data for body protected body
normal head

inhalation @ o 6@7 % of ACE! NE@\-
o

A GH-LCHH @

TA (kg) dense culture protection
rain trousers

Rain trousers only available in dense culture

A GH-HCHH
\&

TA (kg) dense culture protection @
rain coat total hand %

total body
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Operator exposure, trifloxystrobin,

New Greenhouse AOEM (draft) — 75th Centile @

Table 7.2-18: Normal Crop: @\ g
@

Version of 2016-05-13 @
This spreadshest presents the new greenhouse model which is currently under development in order to complement the AOEM &
In this main worksheet the results of the computations are collected. &@7

:r;:u;; = [formulation] % <§ f/\@ @E))

" P o, =4

This section is for data entry. To " ih " 1 R o,
avoid unintended changes, the This section shows the quantile Estimate of the 75" percentile A N {

aes of alog-normal distribution (as Wor Dose rate | Total Amount (L
table is write protected (without regression estimate of the 75" 9 : S AS. f kgasiha)| (A kg ((CRF(oNC) il) | BW (@ (mg/kg
password), so only data entry percentile. recommended by EFSA), gas 19 Wwhiday,
fields can be changed. possibly linearly extrapolated. @ f\%

) 1 0.2 % 0.140%1"7 16.0% 80 0.8

5& @ ®
Q Exposu@/igbw/day & @ @

No Pf W\(hPPEQ é @&
<

008070 0.00003
formul:«lon Hand wash N

normal total hand PPE  YnPPE
protected hand 0.05020 /53700108
Outdoor ML model, no total body (@'
new data for body protected body No PPE @
normal head .
inhalation

TA (kg)

A GH-LCHH

TA (kg) dense culture protection
normal

Rain trousers only available in dense culture

A GH-HCHH

o
TA (kg) dense culture protection
total hand
%I body @7
tion
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Table 7.2-19: Dense Crop: 0.2

Version of 2015-05-13
This spreadsheet presents the new greenhouse model which is currently under development in order to complement the AOEM.
In this main worksheet the results of the computations are collected.

This section is for data entry. To

avoid unintended changes, the This section shows the quantile
table is write protected (without regression estimate of the 75"
password), so only data entry percentile.

fields can be changed.

Estimate of the 75" percentile
of a log-normal distribution (as
recommended by EFSA),
possibly linearly extrapolated.

TAkg) TEN2M  Hand wash
normal total hand
protected hand
Outdoor ML model, no total body
new data for body protected body
noml head
inhalation

>
A GH-LCHH @ @
)

TA (kg) dense culture protection
rain trousers.

Rain trousers only available in dense culture

)
TA (kg) dense culture protection Q.
rain coat total hand 6570 g
total body %0\7

343086 g
protected body
head @ g
inalatio 19
AN o

Product: [formulation]
Data entry: x
QN
Work rate | Dose Protal Amount
AS. loay) | kg s%: %DA (conc.)| %

A

(TA, kg)

S NS
A GH-HCHH Q ) &) @‘ §
' @

%0

& & &

Total @
LCHH 7
88 ACEL
@«:HH LP! e
G3ses | 0.0086F )]
% of AOEL, 5598 | @Ry |
o, % \

N o
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Operator exposure, Trifloxystrobin,
New Greenhouse AOEM (draft) — 95th Centile

Table 7.2-20: Normal Crop: 0.2

Version of 2015-05-13 é
This spreadsheet presents the new greenhouse model which is currently under development in order to complement the AOEM.
In this main worksheet the results of the computations are collected.

This section is for data entry. To

avoid unintended changes, the This section shows the quantile
table is write protected (without regression estimate of the 75"
password), so only data entry percentile.

fields can be changed.

Product: [fonnula&
Data entry:
Estimate of the 75" percentile

of a log-normal distribution (as Dose rate
recommended by EFSA), o (kg a.s./ha)
possibly linearly extrapolated.

el bw/d&
GFPE  With,
121 o @
TA(kg) omulation .ndwash
normal total hand LCH) \ No PP
protected hand ) .
Outdoor ML model, no total body
new data for body protected body P
normal head
inhalation

A GH-LCHH

TA (kg) dense culture protection % @
normal 1 total han @7
o 3

Rain trousers only available in dense culture @ \

A GH-HCHH

<
TA (kg) dense culture protection @ @
total hand 13840

total body
protected body
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Table 7.2-21: Dense crop: 0.2

Version of 2015-05-13

©
This spreadsheet presents the new greenhouse model which is currently under development in order to complement the AOEM. @
In this main worksheet the results of the computations are collected. i

Product: [formulation] C\

Data entry: Q
This section is for data entry. To . th " & @ @
avoid unintended changes, the This section shows the quantile Estimate of the 75™ percentile @ ol @m
table is write protected (without regression estimate of the 75" ofa Iog-nordmz\g |sg::b;:on (@s AS. V:hm:)e (@m:) |Amount (TA, | %DA (conc.)| %3 (€1 Bw@ kag
password), so only data entry percentile. ’ecoﬁgl"‘?_" e" y I)v ” ka) °
fields can be changed. possibly linearly extrapolated. S

Trifloxystrobin 1 0.2 02 0N 16.0% 60 (@@

N\

%’7\9 0\ 0 @ &7
ure (mg/kg bwiday)

ML Tank PE  With PPE @

0.00121 0.00005

formulation

TA (kg) Hand wash @ N
T, ol otal hand § . A NoPPE_Zwmpre |
protocted hand 40 g 062206 0.00484 @ N 056232/ 0.00490 |

Outdoor ML model, no total body

[ ofARD | 207 {M‘@

new data for body protected body PEY  With PP& L heen [No PPE [With PPE,
nomal head 682 0 NS | 380803 | 0.0701]
inhalation e orarD [z 12603 | 2339

& N

A GH-LCHH

TA (kg) dense culture protection ) @ & % ¢
eSS et Q @’

Rain trousers only available in dense culture @

A GH-HCHH & Q AN RS

NS
S <
TA (kg) dense culture protection @ @
h ey e cotnan @5 & @ @
total body 9 @Q @

protected body
head &
inhalation @ o,

- o D

Rain coat only available in dense culture =7 ~ @
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Table 7.2-22: Operator exposure, Fluopyram,
Trolley Sprayer Study and EUROPOEM 2 (Spanish Requirements) @ D

EUROPOEM II @

High Crops Low Crops TrolleyO\
mg/kg ai applied

AOEL 0.05 mg/kg bw/day Body 852 196 176
Application Rate 0.2 kg a.iha Hands 72 @ 57.8 787y © mg/gaiapplied
Area treated per day 1 ha i 0.77 @ 0.443 %46 m pplied
Dermal Absorption concentrate 0.083% o
Dermal Absorption dilution 5.9% \
kg a.i. applied (1 ha) 0.2 § @ @
— : : ) . 9«
Mixing/Loading (AOEM, calculated with EFSA Work Clothing Work Clothing + @\9 A o\
Gl
Model) oves '24\? \
K (1 halday) 0.000559192 0.000417331_mglkg bw @ < @ @
) - Work Clothing + Q % @ @ @ @)
Manual Spraying Work Clothing & Y\g
Gloves o & @ @ K
High Crops (EUROPOEM Il - 1 ha per day 0.033482667 0.020738667 kg’ bw/day Q @ @
Low Crops (EUROPOEM Il - 1 ha per day 0.016698667 0.006468067 g bw/day @ ¢ & & &
Trolley Sprayer - 1 ha per day 0.019036667 0.006292667 ,~ g/kg bw/day @ Q @ @ @
@) N . \ NS
& @j%ofs ic AOEL (RyNAS 6 Y N
. Work Clotfing + & W Clothing + A
" N
Total Exposure: ML + A Work Clothing Gloves) @y fo Work @othing — ~ ~\Gloves ‘
High Crops (EUROPOEM II) - 1 ha with knapsack 0.034042 0021156 ¢7g/kg bw/da G S 423°0 & % o
Low Crops (EUROPOEM II) - 1 ha with knapsack 0.017258 o.ooassg@w\gé/kg bw/d@ 34.5 8 @ &
AEPLA Trolley Study - 1 ha (M/L knapsack) 0.019596 0.00671 g/kg kg/day 9.2 X @

KNI S R S & O
Table 7.2-23: Operator exre iflokystroBin, @ § @ )
E

Trolley Sp@yer Stivdy an
@ @@ @ @Q & @ump(@-uﬁ
@ o @, & Q 85C;ops@ ow C% Trolley

AOEL X 0.08yng/kg bw) Bo@ 1@ 176 mglkg ai applied
Application Rate % 0.2 kg a.i/h; @ ands o @ 72 57., 72 mg/kg ai applied
Area treated per day 1 ha @ & @@ﬂ | i 0.7@ 0.443 0.4246 mg/kg ai applied
Dermal Absorption concentra% 40% @ @ X \
Dermal Absorption dilytion 0.95% @ @ & N ‘27\9 @ %
kg a.i. applied (1'Ra) 0.2 @ ($ §

) )
Mixing/Loading (AOEM, calculated with 7 Work c%ﬂng + B o
M:;el) I e éiﬁ @‘ Clothifig, Gloves Q> S Q & &\
Knapsack (1 ha/day) & I 0.00041%33%_mglkg B3y |
S e S S & @@ N @
P . ork Cléthing +
Manual Spraying f,@ Wo&%bthmg G& N @ @

es

Vi
High Crops (EUROPOEM I@ﬂa per d 0.06754466%& o.og%am Staglkg bw/day R
Low Crops (EUROPOE% ha per @.0039276 002280367 v\;ng/kg bw

Trolley Sprayer - 1 ha pe y 00425266 092200667 @) mg/kg iy @ @
0 >
9 CA @ U @ % o@én\ic AOEL (RVNAS)

"\ % @\? thi fork Clothirg + . Work Clothing +
Total Exposuge{Mt.+ A @ W@C othing Gloves @ % Workglothing Gloves
High Crops{EYROPOEM II) - 1 ha with Ki#psack @ 0.008104 < 0.005916 Jhglkg bw/day, o Y135 9.8
Low Crops (EUROPOEM II) - 1 ha wﬁ%apsack Xy 0404487 @ 0.002% mg/kg bw/day 75 45
AEPLA Trolley Study - 1 ha (M/L ko@p ) : 12 @ 0.@{91 mg/kgf%/day ] 8. 4.4

) > [y (@)
9 & @ > @b
o N Y¢S & @
CP 7.2.2.2°0 @eam&@“of @erat@%exp@ure
SS) o @

Since th erator expgsure © ati@g capged outiindicated that the Acceptable Operator Exposure
Level (ADEL/RVNAS) or Actite Accept O@tor Exposure Level (AAOEL/RVAAS) will not be
exceeded under cenditio f Oiﬂ@ndese§d considering above mentioned personal protective

equ%ment (PPE), a studyrto p@ide measurg@ments of operator exposure was not necessary and was

@ &
therefore not p&@érrgg g & Q
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CP7.23 Bystander and resident exposure
Outdoor @ <
According to EFSA longer term exposure of bystanders is covered by the resident scenario. ® §

o @ @

S S QS

Indoor ©

D
The intended use of FLU+TFS SC 500 supported by this document referscﬁ% the profess§a1 indeor o
protected treatment for which it is reasonable to conclud@hat no pers%l%nrelated fgjkhe tr&tmen@
allowed to be present when the treatment is conducted. Agcordingly, l@iander and r@iden@po%@ is &@
not relevant. & Q) v\g@ QQ § q&©
@ S Q)
QN Q o & & @) &@
& Ny L9 RO 6 @
CP 7.2.3.1 Estimation of bystander and %side@xp&ﬁlre%@’ 6\ \% %@
A summary of the exposure models used for&e est@natiothoft by, nde%@nd d posure to the
active substance Fluopyram during application O%LU 500cgccording t the re&ent } u is
presented in the following table. Detaile&&ga c fa&ion&% pre@pted @pag ff.
R @ & ~ o
@ N PSS O & >SS

S
Table 7.2-24: E (dels fop intended S &
aple xposure % els fém GQ ed uses N U@ @@ § ®,
Critical use(s) 0.2 @% /ig p\{@uct/bg%r G@gges @® A @© @© . o
Model Gz&%ce 0} the@sessmeig of e%pos r@of opgrators, Yvork@, residents and
b stande& in K as@smen@or plant @ectia&@md@&- EFSA Journal
A\ 2014;12(10):3 L a0 X &

) o Y O
NPT I S SO -
Regarding the resi ex osure1r rlft,§pos® caleulation§re pérformed for ground boom
sprayer (for low cxops) a broaQ t aigﬁssist app@tions%or high cr@ separately, when relevant.
The outcome of he esg}mationﬁs pr@iented%, the égﬁ’owinﬁabl. %,
N

Dy & o O @©©©@

o Ry .
o %) %@ % b\ v @ >
SE @&9 S & o S S
9 @ Y (S
Q’ S AN SEERN
@ 9O g © o .0 @
Q O © SN N
SN I N
S R
@’ 2 @ & N
SN NS
S @ &@\ O
@%
@ \%% § § @Q
% Q
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Table 7.2-25:

Estimated resident exposure, Fluopyram, Grapes

Adult? Child? L&D
Outdoor, Upward spraying, Vehicle-mounted Q\ G
Application rate: 2 x 0.05 kg a.s./ha, 7 days interval, Minimum water vojgne: 500 L/hg@ [r\\@
75 centil in % of M 250 @ in % of ¢ N .l
centiue 1 ean centne n
Routes of exposure (mg/kg bw/day) (ﬁ\?lg‘li‘s) (mg/kg béiay) (mg/kg bw/day) (ﬁ‘?gig? (y{ bw/@t
. o e @
Spray drift 0.00139 | 2.78 0000008 | 0@0251 | 567 4 0.00165 5
Vapour 0.00023 0.46 @.00023 £80.00107 OATER @@0107@%
Surface deposits 6.22E-05 |  0.124 50" 4.7E-05 0000174 Q 0388 |¢, 0.000432
: TS N VIR
Entry into treated 0.00156 | 313 @001&@ 0,008 62 N 000224
crops a» R <
XY )

Sum of all pathways: % . R N S) @ @§
default DFR @9 N &%02436 &% QO w 0.093509
[mg/kg bw/day] @ é\ @ 86%7& Q" &> § é\’ (195%)

f AOEL (RVNAS X
P e S B
Entry into treated 0.00083 | 126 %QOOS ool 13§ - 0.000904
crops D 2 o N e
7)) ) &)
Sum of all pathways: @U '~ S @Q & é
measured DFR % K @ & O 0167 & o\ @ 0.0037
[mg/kg bw/day] Q N @ (3.33%) AN N % (7.39%)
of AOEL (RVNAS) 2) & sl %y K\@ {7\\1
I AOEL (RVNAS) of FLY: 0.05 gkbg bwipy O NEESEECN S
2 Considered bodywei %dult ild = @ kg @6 %\ Q & K\
3 Exposure at 5 m dl@ & @ Q & N) @
* Default DFR =3 @ SO N A I N
5 Measured DFR €324 @ & N N &\ N @ V\g
IS ©) K@j &° & §
oz % S
Table 7.2§@: tlmat%(ﬁ)y /@der @posur@inrl@)xyst@ﬁ)m, Grapes
f'
A L@ @ @ﬁltz & e P Child?
)
§ S doms, Upw@ spra@ng, chicle-mounted
App@@atiogg e:2 k@, .8./h&yv7 dax&mterv inimum water volume: 500 L/ha
Routes of@@? osu@© @@Vg“‘ é%J%ile © m\@ of AADEL! 95t centile in % of AAOEL!
P R mghgowidapQ S) (mg/kg bw/day) (RVAAS)
Spd drift ¢ 6002830 g% o943 0.00511 1.7
ST .09
«  Vapour 0| 0.})(@3 2| 0.0767 0.00107 0.357
\Surface deposits o 0@013 R Q 0.0432 0.000329 0.11
TR
Entry int ated% o0 0.463 0.0025 0.833
C&@ A @
ad dP o
Entryjnto trgfied ™ gi0483 0.161 0.000869 0.29
@Crop @
S) ofTFS; 0%, mg/kg bw/day

<%lﬁsmer odywdight: a @i =60 kg, child=10 kg
posurkat 5 m distance

4 Def? FR =3

5> Measured DFR = 1.93
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Table 7.2-27:

Estimated resident exposure, Trifloxystrobin, Grapes

2 3142 °
Adult Child O &
Outdoor, Upward spraying, Vehicle-mounted Q\ Y
Application rate: 2 x 0.05 kg a.s./ha, 7 days interval, Minimum water vojgne: 500 L/hg@ [r\\@
75 centil in % of M 250 @ in % of ¢ N .l
centile 1 ean centile n
Routes of exposure (mg/kg bw/day) AOEL (mg/kg bw/day) (mg/kg bw/day) AOE};@ (g bw/dﬁ§Qg5
(RVNAS) 9 & RVNAS) | N7 O @
. ¥ (&) S @
Spray drift 0.00123 | 2.06 (%3808 0900223 @Q 0.00147 5
Vapour 0.00023 | 0383 \)00023 L000107 |7 N g@o1075
Surface deposits 5.53E-05 | 0.09227 ' 4.18E-05 0@@143 Q 0<@ ¢, 0.0003p8
. . G Y g NI VAN
Entry into greated 0.00139 2.%& @@001&@ @6.00 16 S| 000199
Crops o ey ¥ @ « U
Sum of all pathways: % .o @ R N S) @ @§
default DFR g\ﬁ N &%02196 x% o Q R 0.0Qa64
[mg/kg bw/day] @ N @-64%\7§ Q t’\?\ N é\’ (&/3%)
of AOEL (RVNAS) ) @j& & st\ f%\/ \)@ @@ Q@ -
Entry into treated o.oo@s 0.804 | 000383 @ooggﬁ & ¥ 0.000692
crops & N@ P A \g $ SN R
Sum of all pathways: ANTERN RS @ & @Q % é
measured DFR % K @ & 0. 0144 & o\ @ 0.00329
[mg/kg bw/day] © Q N @ 2.H%) AN N 9 (5.48%)
of AOEL (RVNAS)  fs <) & o] R m\@ {7\\1
I AOEL (RVNAS) of TES: 0.06 $§ bwdgy © Sy, . O & S
2 Considered bodywei &dult k@m’ld = @ kg @6 %\ Q & K\
3 Exposure at 5 m distaéée & @ Q & N) @
Default DFR=3 " @ 7 % .90 & & O
5 Measured DFR €93 «\| AN NS &\ Ny @ &
& > WP s &
>y & .0 9O «7 & D @
N SOV
Conclus@% %, % & @ 0%
SO O X L < N
The Bféﬁander/Reside@c ex;g@re estimatiQn8 ca{@d out'trdic 69 that the acceptable operator exposure
level (AOEL) of and\TFS Q%’WQJI\@ th%AAOEL of TES will not be exceeded in Tier 1 under
conditions of intgnded L@s. é\y @

For the refingghent

: SN
En@ intp\@eate@rops@with ficasured DFR data please refer to Detailed

evaluation O?%FRS dy~O AN N
) y©-©\--@j§@@
Basedg& presented@galculgtion it i em@strat,ea\that no unacceptable risk is given with the intended
use of +TFS S%{)O. N < ©\
L % % X @ >
v o Q
&S 9
> O N
SO
S S
< @ %
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Bystander and Resident exposure calculations (KCP 7.2.3.1)

Table 7.2-28: Bystander and resident exposure, Fluopyram, Grapes @
Substance Fluopyram Formulation = Application rate = Spray dilution = @’apour pressur@®
Soluble concentrates, 0.05kga.s. /ha 0.1 gas./l @ low volatile su&tances @
emulsifiable having a va@n press&e f
concentrate, etc. <5*10-3P. K
N i
Scenario Grapes, Qutdoor, Upward spraying, Vehicle-mounted @ Buffer = & Numb@f \\ Q
5m @ appl@tions@
Sy iy &
N « licati S
\;@ Q) P ervz& =7 daysCy @
Percentage ~ Dermal for Dermal for in use Or@ Inhalatit@@= Q Q © @
Absorption product = dilution 1009 00% °~, \ Ry @
. v .
0.083% —18% G R RN G 1,
Q" |« N S S @
RVNAS! O &S o
(AOEL) 0.05 mg/kg bw/day N RVA@ @ 6Qg/kg bv@y & Q Jr{@? @%
> ©)
DFR 3 pg as./em? L AN ! % o %> §
per kg a.s./ha k)@ @ O& " @ ° S 3(z\j t;\\ @Q jf\&’ Q)
ST & 5 o &
cBg/iT(tiander " Spray drift (95th percentile) r@g bvggay e @— ﬁ\Q\ @@ Rv%gsl @Q 0—0};&9
(@Y
2 2
: RN 7 Ay NS _
Vapour (95th percentlle&(@kg ‘Qw%tay @ &@ Q % of R@AS @ K %
Surface deposits (95th$§ercent§1\g) mg/kg @iay & Gy & %\0 VNA@ %
7 N o
Entry into treateg \c@os (95th@}ercen@§ mg§@ g - @Q QO f]%% ?Sl @YO\, %
LI S A S
Bystander - . N Q °
Spray drift @t perc@ﬂe) bw/d@ @ “/@RVN/&@“ -%
adult X
yor m@@g VT I N,
Vapou@h pe@rﬂe) n@z?bw/ﬂ@ RN %% of RS’ %
e @
@ . & N4 0, 1 0,
Sl%@e dep}){@(%th &rcentll&%ﬁgkg@&@w %, N § A)OO%VNAS -%
Entry into’@Rated crops (95%{)&0611&:) mg/kg\@ &@'@_ S) ‘Z@(a@ofRVN AS! 9
. /day S @ \‘ @ 6@7
S KD SIS ESEINNENS
Resident - .o o 7 ° RN 1
child Spray dr@@th peﬁ%ﬂtlle) &ékg bw/ %\ KO.OOZS N % of RVNAS 5.02%
. (’(@ U 0, 1 0,
Vapm@%th p\a)@\entlle)@(g b\x@%@,@y %, 0.0[0(\@' % of RVNAS 2.14%
Sugfyee dep(@\s<(75u@.§?cengle§mg/kg @ay Q" w0174 % of RVNAS! 0.348%
. ., Y O @
Entry into treated S (7@percen mg/lg !
oy @%ﬁ S %‘%@ @0.00281 % of RVNAS 5.62%
@y B _
9 2 SQ% @ \ ) 1 0,
All pathw@nean) mg/kg b&/day & @ 0.00509 % of RVNAS 10.2%
Resideat - s ) .. O Y
s Spray drf%(ﬁth@ennlg}ﬂgng/kg biQlay § 0.00139 % of RVNAS' 2.78%
@_% 1 Y & 0, 1 0
Vege (75th p%ercentl o/k, day Q 0.00023 % of RVNAS 0.46%
2
@face &%@ts (7@percentile) mgé@bw/day 6.22E-05 % of RVNAS' 0.124%
SN =7 ,
@@@ E:V treat@cr(;p:\&@h percentile) mg/kg 0.00156 % of RVNAS! 3.12%
D> @athw@s\@nea&mg/kg bw/day 0.00243 % of RVNAS' 4.86%
Q@ é@ N
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I\D/I;l'cl{sured 2.24 ng a.s./em? per kg a.s./ha
thei?:ident " Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% @ @6
Measured i i @
( ) Entry into treated crops (75th percentile) mg/kg 000113 % of RVNAS! % 2979 o
bw/day O @
\")
All pathways (mean) mg/kg bw/day 0.0037 % of RVNA@@ 7.&% . @ D
R d t - 7,
a dejllt et Surface deposits (75th percentile) mg/kg bw/day - % of R‘«E%ASI . § § 2
(Measured) ™ Entry into treated crops (75th percentile) mg/kg N 1 > Q>
bw/day @@63 & @VNAS @2\? l'{?\\&é @ @
or @ >
All pathways (mean) mg/kg bw/day < 0.00167 RVNAS! % @3% /\@ Q
& (@
I RVNAS = Reference Value Non Acutely toxic active Substance = A$ Q R NS < @
2RVAAS = Reference Value Acutely toxic active Substance oy ) @ & N
& %

Table 7.2-29: Bystander and resndeébexp@re, @lﬂO%@l‘O%@ Graﬁs
(@

< o
Q Q AN
Substance Trifloxystrobi ~ Formulation = % Appli t10n %‘ay dflution = @ Vapo%? pres@ = @
n Soluble concentrat& O;& ga. s%@a 60.1 . @ 18%wvolatile substan
emulsifiable N AN %\ ing aa@pour p re of
*
concentrate, e}@ Q&f% 5\‘% @ < 5%10

3,

R N\
Scenario Grapes, Outdoor, Upwar@ying, Ve icle-m(}nted &uffe @ Numb l‘ of iﬁ\ﬁ
© 9 6 @ 5m 'S Q ications=
o = @ S @ S &
N v @

f“ > @ interval = 7 days
ercentage crmal 1or @rma @ln us n a n= O\
ibsorpttign (?)ﬁd}litf— 11112{%%1‘ @% ©§§2} @ @Q {(E(o)\\l(;f’%/okﬁ $ §
.14% = Q)
| N S ©
a‘gﬁ? 0.06 m@g@bw/&%y \§ § \Rw@\sz«\§9 @@ 03 n:g/@ bw/%gy&
Mg S e Y gl O
SIS o & 6 ©
o T Ve a8 s P &
> > & & &
&@ @© § Q° > R o\©
o AN %y AN
TS F S
9 @ Y &
S & . & 8
o NP .0 S O @
& & Lo
SN I N
SN SN
S ¥ o Q
e . @ <& qQ
@ O § ~ @
%o Q
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W%S Reference VaJu®Non ‘sé\,Bely to@ctlve @astm@ AOEL
2 RVAA

Reference Valuie Ac toxic¢agtive Subsince
PRt

& &

@
CP 7.2.3. @ @asﬁmen@of&mder and/or resident exposure

Since th@%ys @r/reé@e@osme estimations carried out indicated that the Acceptable Operator
Expo EL/ AS) as well as the Acute Acceptable Operator Exposure Level
/R AS Swill, fiot be exceeded under conditions of intended uses a study to provide
m ts of bystan@/remdent exposure to spray drift, vapour, surface deposits or entry into treated
Crops @ not necessary and was therefore not performed.

CBhyif;ander " Spray drift (95th percentile) mg/kg bw/day 0.00511 % of RVNAS! 1.7%
Vapour (95th percentile) mg/kg bw/day 0.00107 % of RVNAS! 0.357% @
Surface deposits (95th percentile) mg/kg bw/day 0.000329 % of RVNAS! 0.1 1‘%@\ o
l]jvrit/lgl); ;nto treated crops (95th percentile) mg/kg 0.0025 % of RVN %@@ 0.853% @
Bystander - . . N 2
adult Spray drift (95th percentile) mg/kg bw/day O.(;)283 % of ]%,%9 S! N @).9433‘@ %@
V)
Vapour (95th percentile) mg/kg bw/day Wﬂ "/?f%@RVNAS‘ g}g @’67% @ o
<
Surface deposits (95th percentile) mg/kg bw/day @& 0.00013 &Qof RVNAS! (%\9 @432” S
5
. . Q . @
Entry into treated crops (95th percentile) mg/kg % 0.00139 Q % AS@ 0. 30/
bw/day @ N
¢ A
G 2N N@ R & %6
Resident - . .
child Spray drift (75th percentile) mg/kg bw/day Q) %@ 0.0@3 [\@% % O@ASI Q(\)’ & 3.7% R
v N DX N\
Vapour (75th percentile) mg/kg bw/da;@ °\@ %00107%% ‘@f R\fl\@ 1@1/0 @
Surface deposits (75th percentile) m@bw/&a& @ 0.090‘&3 of {mAS‘ @Q &0.2382§
N 0
Entry into treated crops (75th pe@%ﬂe) ﬁ&g/kg . @ %5 @7 % QVN @ @ 4. @/
bw/day [\& N Y @;)@ S ?
< @ e
All path /ks bw/d 9 0.00: % of R S! 73%
pathways (mean) mg l@ A/ z% Gog @@ & 00 R©> « o
Resident - . .
adult Spray drift (75th perce@) ngkg bw/d; 'S O O§23 & % O@VNA% O 2.06%
% I
Vapour (75th pe;ce@le) mg bw/d@© §) & 0.00(K% @)f R@sl Q((\v\? 0.383%
@ >
Surface deposi\\g s (75th @tile) Gm/ke bvs@y 6%9 3. 5@-05 K % @\f RWAﬁ‘@ 0.0922%
A
O &
Eg&;ﬂt ated < 5075 t@““%@‘gﬂ‘g > @ 0013@ % ofR@As1 231%
N
All pajlgwaysqﬁmean) mgtke bw/;;lay 2 \ 0. 0@9 D 9, of RVNAS! 3.64%
S & &5 o B N @?& &
Measured
93 a @mz er Rg a.s. &
DFR ug per ke 8 R @ & éy
thejzident@ Surface dep051@75th @ntlle)@g bw/day O § ©\ % of RVNAS' -%
M &’)
(Measure t]:Zvrit/g; ;nto §§ated crops ﬁSt&@rcentll@tng/kg N K0.000S @ % of RVNAS! 1.45%
N\
All pa@vays (m%ﬁ%n) mg{@)w/d?{%g % ~ O q&@@ % of RVNAS' 5.48%
Resident —
a ;jllt et %@ce de@s (75tl€@ercentx@1g/kg l@/day ) «@j % of RVNAS! -%
(Measured)
Evff/‘;iya;mo treated@f’s (@’erce@ mg% @0.000483 % of RVNAS' 0.804%
@ All pathwayxmean) m@g bw/day &® {5\ 0.00144 % of RVNAS! 2.41%
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CP7.24 Worker exposure

A summary of the exposure model used for the estimation of worker exposure to the active sub ce @
fluopyram during application of FLU SC 500 according to the representative use is presentéd I@@j

Table 30. Detailed calculations are presented on page 55 ff. S @ S
&> SRS
D
CP7.24.1 Esti i f ki ‘&% ° § § ‘”5@
stimation of worker exposure N\ %\ o Q

A summary of the exposure models used for the estintation of wr exposur@%@1th§ault FR @&
2 b
(= 3 ug/cm?) to the active substance(s) after entry into éprewously t&é@ced area or | @ dlm@ cro@at%

with FLU SC 500 is presented in the following tabl% Q &' @ & @) &@
N L@ \ 9 QO
X N . T T AN
Table 7.2-30: E aels fortendausess” &7 @ &Y ¢
able 7.2-30: xposure models for @ en use@\a @ 6@’ oy § % L
Critical use(s) 0.2 L/kg pro@%/ha Qr Grapgs @ > @M @
0.8 L/kg pﬁduct/ohNor L@Vege&@es a@ fresh@erbs @eenh%ﬁse) §

Model Guidance gitthe Cs%ess of <QpPosu @ator ork res dents and
9 R $

bystanders_ in Fl.@” asséssment “for tlo odu Journal
201412003874 ¢ O Ig@
@ X ‘& % > @
. ASIRN AN Q @ (&
The following table shows ‘the crQp grm@ w1tlgthelr@especﬁg/e tra&%er c@;fﬁcwnts (TC) and task
duration relevant for the &timatien of sworke \,\@ posure after the ;@% se of FLU+TFS SC 500.
Worker exposures for allNntended uses withiithe_zope/ iven in Pai.B, Sgstion 0 are covered b
P adpd uges Withg &é‘ s & SEY Y

Table 7.2-31: @ R@evan,t @rané?ers used fo@e er prom@ assessment

1 ”\a
/ ©© o . %ﬁ@’ %terv@ §C Task Duration
appllcat

Crop’Grogp =, 9 (D /@ @m?¥/hddr) (hours)
o ) ‘J/ ) QP %)
& Grapes @@ < @’ § 7 S 10%&@7 8
Leaf vegetables ang{%sh thbs 2 § BN (},\\7 §\5803 8

I TC = transfer coefﬁ@nts \ @ (@) @
2 TC assuming arms, ody ered. @y IS Q>
3 TC assuming h@ls a legs @vered @ @ 03

The out@e of the est@qatlon@ﬁ pre@%\‘i:ted &%e f llowing table.
Tab]&7 2-32: @Estl%ated@orke@}xposﬁe for re-entry in Grapes

Active A phcat@’n rat€ ﬁ)t @sorbed dose? % of systemic AOEL!
substance | @~ (kg a.s./ha@ \r@ g/kg/day) (RVNAS)
= § R
o O “ @ 0.0673 135
3 & dbS
E§ & S O 0.0598 99.7

/@EL (RVBAS) of@’ §u 0.05 mg/kg bw/day
S: 0.06 mg/kg bw/day
2 Assur@ arms, body and legs covered (workwear)
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Table 7.2-33: Estimated worker exposure for re-entry in Leaf vegetables and fresh herbs
Active Application rate Total absorbed dose? % of systemic AOEL!' @ ©©
substance (kg a.s./ha) (mg/kg/day) (RVNAS) Q\ 93
o @ @
FLU 0.0155 308 S0
0.2 SEE
TFS 0.0137 *v22.9 SYERN NS
© & SN AR
UAOEL (RVNAS)of  FLU: 0.05 mg/kg bw/day Q o N o &
TFS: 0.06 mg/kg bw/day 9 v Q& Q&©
2 Assuming arms, body and legs covered (workwear with glov%@ Q& @f &© N < &@
N L @ N \© 9 @
X N . T T AN
I& RS B S S
Refinement of generic DFR value (KC 2)&@ N @% v @
PG R )
Table 7.2-33: E del tended us @
able xposure mode s%:io inten ei% es @ é% XS IS _ @
Critical use(s) 0.2 L/ kg@gduc‘ﬁ@a for @gapes N %U @3\9 A@ o Q
Model Guldance@n theQissessiment of%xp Ug of ®perators) wo s, r&sﬁ%ents and
bystand& in gysk a@yssme@} for @fn Q@ted%@ produgts;, BESA Journal
20140103874 VS @0 D«

®, & 2 .9 ©

O R
The following table show¢the pdtamet 9 of {" sed DFR studwg%@ l@expe@ﬁ?es for all intended
uses within the zone/ EU}lven%n Pa% Se

nOb co@dhy at. % §

Table 7.2-34: Q{elev@lt mei@rs usgd-for work@r ex@)sure%ssessment
@ B

9 ; N . @ > Measured DFR
Active @op@\ Apig:;cta - @N of & I e%al @TC‘%@ Dlll;'zstli(on (ug/em?/kg
substance | Cvop 9@1[’ Q rateg %pphca@&@hs §ays)@ (cm>hour) as./ha)

@ kg ags,/ha) )4 5 _ %? (hours)
FLU S Ol X U ] [ 2.24
S Grapes. @ |, Do, 05| a° 2.9 % . Slo1002 8
TFS O QL9 = N 1.93
I TC = transfer coeffici R Y Q
2TC assumineg ;rorfls %i%%; c© co@\;@g @@’ Q@\% § @§
A N
<\ § = 6 ©
@’ 2 @ @ N
S K >
NG RN
= N S & &
S A O
G @ © 9
& O v @
O VRN
SN
@ (RN
S Q
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The outcome of the estimation is presented in the following table.

Table 7.2-35: Estimated worker exposure for re-entry in Grapes @ ©©
Active Application rate DFR Total absgrbed  |% of sy3 emlc ‘ROEL!
substance (kg a.s./ha) (ug/cm?kg a.s./ha) | dose? (m /day) R Vl}@§)
w X
3 4, 0673 s
FLU O & o\@
@24 @ 0271 &7 O @ @
0.05 S SH R
%@ 33 Q. ods R oo
TFS o e
. 19307 IS @r0.02 By 4.7
EN I M A S «@%\@ S g\\a
! AOEL (RVNAS) of FLU: 0.05 mg/kg bw/day %, O AR & o
TFS: 0.06 mgrkg bw/ddy @ \@ R o © @7 o
2 Assuming arms, body and legs covered (work i%f) \\ N 6 &% . © 2y §
3 Calculation with default DFR according to mé@el "~ @ Q W\?\ @ éﬁ ®)
4 Calculation with measured DFR assuming est R%{ aft axm&@ numb@ﬂof a@atlo@@y @ %
N %
R o @ 6 § o & &
o & TS S U

Conclusion AN O @° ¢ o

The worker exposure estlmKhonﬁgcam dout 1

ddicategly that the aggptabl@)per or exposure level
(AOEL) of FLU and TFS &l notBe e ded Qi der &ondlt ér&s of int nde@@%es considering above
mentioned personal protectlve‘§é§ulp ent (PRE

. O @
For the greenhouse ( se Neﬁn%lent \@ D{% dataé%as app{%d as the tier 1 approach
already provides a @e usg.
Based on the pres@ d c@;ula@n 1t 1sﬁemoﬁ§trated§%t n@acc@tabl is given with the intended

use of FLU+T ‘Eg @ % §

@’Q %® K @f@ @©
Detaﬂe@evaluatmn @@D@tu@ehed upu@(K@@ 2:) Ep 7.2.1.1, KCP 7.2.2.1, KCP
7.2.3.1) SR

Data Point: @N &KCP 23.2101° ‘”\a N
Report Author: ¢, N4
Report Year: 2 N2 Ca A S

Report TitleQ\g @v @%ﬂnmtlom&fﬁle d@oda&@le foliar residues (DFR) of trifloxystrobin and AE

1n/%@rap%§cer spraying of AE C656948 & CGA279202 SC 500 in
m% the £ld in ¢h& Nogth of France
ReportNo: | 152924 S S

Docgment No: N M- 569@-01 @ .

Guiideline(s) followed in Q US @RA OPPRS 87@500 Foliar Dislodgeable Residue Dissipation
study: o & @ &

Dev1at¥ons. frd currgat ge é R

test guideligd® S @

Previous Qaluat'y&? (D' No, st prev\l%)ﬁsly evaluated

GLP/ ially @ ~| Ye® conducted under GLP/Officially recognised testing facilities
recoghised t g % @
facragi‘QLS @ %a@
Afzﬁceptal@iﬁ)y/ Rehab1l1tyﬁ$ Yes
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Summary

The magnitude of the dislodgeable foliar residues (DFR) of the substances AE C656948 (fluop m, O
FLU) and CGA279202 (trifloxystrobin, TFS) in washings from grape leaf punches was determinec afte

two spray applications of the formulation AE C656948 & CGA279202 SC 500 @ontalmng 25@& @E
C656948 and 250 g/L trifloxystrobin). @

The study included one supervised residue trial conducted in Northern Eur%e (France) d@@ng ‘%@015@

season. NN

© @ O @Q @
The actual application data are presented in the following table©@hese data_réflect the m@adedé
application scheme, or, if minor deviations occurredgliese were V&‘hln the acce@ﬁle reﬁ/%e Q @Q}

< <
Table 7.2-36: Application summary (,ﬁ @) Q S & @}
o G D NN
. & N B Appl. rate
Trial Q" Gré&th [~ Dos @ter PP
Number Appl. Interval Y ate &(»k asha) ©
Crop e QKE &
Number (da@ g @

Country

g
O%BBC@{;& _/ha) P (QL/®§ *, FLU @@
05

@ - S
15-2924-01 | Grape ! K-S i & @ 0 \)@262 &
France 2 14 @ @\ 77@% B2 O g@? §05 %y
Appl. = Application; a.s. = active Sub@nce &@ @ (@@ @CQb Q& @ ®©> &

Representative leaf punch saﬁﬁe ere %Qne rep 1de&t$fied F@nsp ed an@tored following

the corresponding study p@i and §mdehn 875 2100 6@ 6@
tal drea o

Forty leaf disks representlng (do -si ed surfy%%) w§ collected out of the
potential worker cor@t zo@ inc udmg ypper, dl bwer @terl and gxterior portions of grape
foliage after the spra¥applicatio s d@accm@’ng oS udy@hedule he application equipment used
in the study was @resel@itlve&fer the %Pop, the regq& and g@ tas@x @@

Control sam weoll@ed pay Kr t%@’e firse, app@atmr@eld f%gﬂlﬁcatlon samples were also
generated at the fieldtest Site. o SRS @

\ Iy 1
Leaf disg§swere dlslo a 0 %A) AQSO@T sctaﬁg@élutlon yielding a total amount of
200 mEof dlslodglplun(@ The dislodging 0@16 leﬁsamg@s was performed as soon as possible,
but not later than 4®us akﬁter sa@le go@ctl%%, LN

Absolut (ug/cm@@DFR@% ram @ tr;ﬂ%xyst in a@mmarlsed in Table 38. No residues above
the LOQ werezound @ trol @émpl@ Reslts wer®neither corrected for laboratory nor for field
spike recoveries. ©©

F
Y

0.05
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Table 7.2-37: Weather Information during the study time
Mean . °
Date/Period of Time Activity Temp. Rainfall Sunsl@ S
oc [mm] E’Q @7&
[°C] A
2015-06-25 Sampling 20 &0 &@IS 5
2015-06-26 Treatment, Sampling 22 T Q k&\ i
. D 2
2015-06-29 Sampling N 22 <0 o - .B s
2015-07-03 Sampling N 27 @ 0 & | O 10,@
2015-07-10 Treatment, Sampling;x £© f(g\\g § §
. . (@
2015-07-13 Sampllngom% Qo V@) (QKO é < %}
2015-07-17 Sampling& > 2.7 |g 0\ [« 7
2015-07-24 sampipy @7 )7 @ 4 5
2015-07-31 samping ¥ @ | Q17 Y| L0 O] &7 &7
i Q
2015-08-07 \;é}fnplmg} o o i&ﬁ S S
2015-08-14 QSanibling & O z@i @ & N9
June 2015 N 19@ R ST
NS S Q S
July 2015 @ D - g «@@ A a7 Y . 256
August 2015 <N« & @51 Y25 O 210
Climatic data recording was not c@du%@yacu@mg to@LP. @ @ 7 %@
~ S SN
D Q @ @ % @
Table 7.2-38: O@lslo@eaQ&FOh@ Res1®e su\\mmary iH/on &ape &
Trial No. § é Q\CQE vQ . @V @%esuiges [u§\@1’]*
Countr©© O DA%LT N @,\ a. &ﬂuog}g‘am @ Ry a.s. trifloxystrobin
@;)j ol | WP g O 9 <0.01
& d @ & T cn? Y 0.0965
A @[ % Q° © o
o N A N (9.0442 N 0.0417
Q> S S )
N .00 0.0128
K Q @% NS é&% <0.01
@ ©© ¢ \@ QO Oy :
@Ce o D @] A 00432 0.0325
< TN ST L9 oo <0.01
O NS NS
> o <001 <0.01
> @
2 a0 @21 <19 <0.01 <0.01
& D & 28 @ <0.01 <0.01
o & ¢ & <0.01 <0.01
DALT Ea r L reatﬁ@nt a.s. = active substance; "-" = before the application;
rage § T1,T2and T3
Concl

The h@ﬁ: mean value observed in the residue trial was 0.112 pg AE C656948/cm? and 0.0965 ug
trifloxystrobin/cm? sampled at the day of the first application. Taking into account an application rate
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of 0.05 kg per ha this leads to a normalized DFR value of 2.24 pg/cm?* kg/ha AE C656948 and

1.93 pg/cm?/kg/ha trifloxystrobin. @ S
. <
S S o
. @
Worker exposure calculations (KCP 7.2.4.1) @JQ & @®
D
Table 7.2-39: Worker exposure, Fluopyram, Grapes % § § %@@
@ o
Substance  Fluopyram Formulation = Applic?@nlk@) rate = Spr@dilution = @?}9 Vaj pressu@x=
Soluble 0.05 kg a’s. /ha Oa.s./l @ 1o atile v é
concentrates, N © R sybptance Ing ay|
emulsifiable @ Q& O vapour ure of(@)
concentrate, etc. @% &’ [\& &<5* 10-3Pa O&
v @
Scenario Grapes, Outdoor, Upward spraying, Vehicle—mou ({% B%f% = Q \ Nm%%r of @Qj
qx @@ e @ <§@n %, @6 dpplicatiofs>=
L 2
el T S
= @ @ Q D interdal= 7 da9}
Percentage  Dermal for Der or in we  Or &6 @atiu&@ éﬁ %, §
Absorption  product = 0.083% dil K\ l‘% N 0% o &@ @ Q
= Y S S & &
RVNAS'  0.05 mg/kg bw/day @ v \’RV%E\\f ®\ Phebw@y O %
(SO @ @ «(gj N @@\9 S = @9 UQ ~
L
DFR 3 ng a.s./em? per kg a.ss ° @50 QO days @ K
S éf - @g& @G - ©
D
Worker - Potential exposurgmg/kg b@ilay @2 % SBRVNAS'D 400%
Hand ° 9 @ @))Q § @ § Ky\?
harvesting  yo g claghing mg/@v/da o o O % of R L135%
% @ ﬁ«y@ . N (é% @Q”)\\ &
Workin thingzand glov@g/k day S @ % of RVNAS! -%
5&’ T Qg 4 &
Measured 2.@; a.s.@ perkg a./ha & @,\ &\ N § B
DFR ¥y & 0 O «7 & b & o
Worker @Potential@posur:}\ngg/kg w/day % Q@\O.OSOM@'@ v % of RVNAS! 161%
Hand LN S oy Q@
?&rz;:l? S Workingocl@lng r:lg@ﬁw/dayéM ISP O@Q Y, @) % of RVNAS'  54.3%
. \ ] % N ) %, %S 1
Work1§ Clothing and gljﬁmg/ké&w/day = % of RVNAS -%
1 fi 1 A?I) ® @ @@© Qb
RVNAS = Reference Value Ac toxic A@ve Sukstance =AOEL
2RVAAS = Refe@e Va@%}utel@xic aoctié)@;{lbst@gt . @ @@j
TV sR S
> § T
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Table 7.2-40: Worker exposure, Trifloxystrobin, Grapes
Substance  Trifloxystrobin Formulation = Application rate=  Spray dilution = Vapour pre@ =
Soluble 0.05 kg a.s. /ha 0.1 gas./I low volatike\ a
concentrates, 6 substanc ving a
emulsifiable @ vapour @ssure %
concentrate, etc. S <5*10°3Pa &
T 3
Scenario Grapes, Outdoor, Upward spraying, Vehicle-mounted Buffer = % er o‘fQ\ a
S5m N o applicatiofid = |
© N w2 S
v @ < Ap@mn @
Q @ int¢ryal = S
NI Y
Percentage Dermal for Dermal for in use O@ = Snhalation = Q Q ®© @
Absorption  product = 0.14% dilution fﬁ% QIOO"/@° 'Y <
— 16% 0 2 R O ¢ @
RVNAS! 0.06 mg/kg bw/day & RV%@Z é@ &}ngﬂ%@?day 6\ o\% §
(AOEL) A N N >
DFR 3 ug a.s./cm? per kg a.s./ha % @TSO @ Q 30 da@ @ @% @ @& :
y SIS NS
Worker — Potential exposure mg/kg bw/day @ o\\() 178 @\ &Q & %°&§RVNA@9 296% §
Hand Q & % % - g}a Vo & Q)
harvesting . . K 3 1
Working clothing mg/kg bw/ @ 0598 @Vo of AS 1% ©
. . QO ~
Working clothing and gloyes mg/ @/day @— @ S "/@ /3@(@ -%
K% ]%a v (§ @ @i@ % (@9\\
Measured 1.93 pg a.s./cm? per E%ﬂs./h& § & Q> & o\@ &
DEFR N ) NN )
R

Z
Worker — Potential exposuts mg/k%bw/day 9 § 0.06® @Q % RW@ 103%
& & Q3 Q" « Q)

Hand

\) 9, K3 1=
harvesting . 7 N Q %0 .
(Mosore) wOrkm%@mghmg@g b\;\@ @ @os & o /uof&%lASI 34.7%
S o D Q o Y
WO@ clothifDand gloves mg/kgBwidayy, - ° RVNAS' %
K A & o> v b ©

'RVNAS = Refeﬁ@e ValyaXon A@ely tox@tive ﬁ@tance%OEL @ §
eV

2RVAAS =Refe Acutgly Toxic active Substance _ Z) @ @) @
% 2 DA T Y o @
S Oy SN
'S & \QQ & o \@Q RN
RN SN I
5 & & 5.~ &
XU L £
@ R @? O . O @
A,
AN L 4+ 9 @
& @ @ Y R
@7 N Q @ @\
B N % @ @} N
N Y S s ]S
N &Q &©
@
& TS0
N O Q
(@)
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Table7.2-41: Worker exposure, Indoor, Fluopyram, Leaf vegetables and fresh herbs
Substance  Fluopyram Formulation = Application rate = Spray dilution = Vapour pre@ = 6
Soluble 0.2 kga.s. /ha 04 gas./l low N 1ati1e(§
concentrates, @ substanc ving a
emulsifiable @ vapour ssure@§
concentrate, etc. S <5*10%
~ \
Scenario Leaf vegetables and fresh herbs, Outdoor, Downward spraying, Vehicle- Buffer % = er @ ofc@
mounted 2-3m s 0 A licg)ti(f@ %,
G AN PERNG
v @ €y Application @
Q @ intéryal =7 Sy &
T S Q
Percentage  Dermal for Dermal for in use Q¥ = _Ynhalation Q = Q© @
Absorption  product = 0.083% dilution [@% QIOO0 ‘@° N & © &
= 18% 4 . R O ¢ @
RVNAS'  0.05 mg/kg bw/day W RV é@j ke @g@éy 6\ \% §
(AOEL) ) @) & @j& @ U@@ < =5
Q o
DFR 3 ug a.s./cm? per kg a.s./ha % @TSO @ Q 30 da@ @ Q @’ @&
) )
Worker — Potential exposure mg/kg bw/day @ o \0 155 @\ &® & %°&§RVNA@9 308% §
Reaching, a G ° g}a 2 & Q)

ki 4 >
picking Working clothing mg/kg bw/&@ é %%6 \@7 @) of R@%S‘ §f3% )
N

Cy R
N Q Y @ B
Working clothing and glgyes mg/| @/da @) 015 @ "/@ Pé) 30.99
e e i S il i I
S . @ 2 ©
' RVNAS = Reference Value Non Actitely toxic active @ance AOEL & o &
K § @j @ 2, @
2 RVAAS = Reference Value Acu@/ toxic Qve S@ne@ N % @ 2y
< LN
S O & S
‘”\a N & .
(OIS w0 Q) S
Table 7.2-42: @ W({ker e@su @fndoﬁ} Tg%m)xys@)bl , ]Qaf Ve%tables and fresh herbs
@
Substance Tristrob%@ AN mulatl@ = @pllcatl(g rate Spra&g@ dilution = Vapour pressure =
Q uble 9.2 kg @/ha a.s./l low volatile
@ 2y concentr%% . 9 @ Q @5 substances having a
© <‘7@emul able b\ Q 6@7% vapour pressure of
° R ate, et f\@ <5*10-3Pa
)
Scenari& Leaf Vegetab@ and, fr@herbs gtdoo@ownw@ sprayﬁgﬁg Vehlcl@ Buffer = Number of
mounted@ & é&g ® % q% % 2-3m applications =
N S 2
o @ Application
% @ \@ @’ ° > @ @ interval = 7 days
@ QO “ Q.
Percentage @g@n (@) ©® for erma‘l\@r in u§\ Orab = Inhalation =
Absorption  product = 0.14% QY Q4 1lut o@ 609 100%
RVNAS‘@ 0.06 mg/kg bw/day Q @ VAAS2 0.3 mg/kg bw/day
(AOEL) S Y @\ @ -
DFRS 3 ug a.s./cm? per@@©a s. /h@ Q § DT50 30 days
&
Worker  — J&ential %&sur&@ﬁg b@ Q 0.137 % of RVNAS!  229%
Reaching, &
picking @x wOr clot@ng/k®e/day 0.0592 % of RVNAS!  98.7%
% @kmg@wmg %gloves mg/kg bw/day 0.0137 % of RVNAS! 22.9%

@AS @erence Value N§Acutely toxic active Substance = AOEL

2 RVA@ Reference Value Acutely toxic active Substance
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CP7.24.2 Measurement of worker exposure . @ @6

D
Since the bystander/resident exposure estimations carried out indicated that tlgg, Acceptable era@g@j
Exposure Level (AOEL/RVNAS) will not be exceeded under conditions O@ended useséa stu@
provide measurements of bystander/resident exposure to spray drift, vapour, surface de@sits @entry

into treated crops was not necessary and was therefore not performed. w\% e K2 \245@
Q @@%&
& Q) %G SHERS)
@ & & VO &
S) Q@f&&@&
L @S D LS S
A A T S
, O by &%&
&%\@\@Q%©@©@j@
@}°§@>&©§\§&§
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Combined exposure

The product is a mixture of 2 active substances. Therefore a combined exposure %sessment is

&

Exposure Assessment of the active substances

(Fluopyram, Trifloxystrobin) in FLU+TFS SC 500

Note: The combined toxicological effect of these active
to repeated dose toxicity.

At the first tier, combined exposure is calculate
to the mode of action or mechanism/target of tox
are calculated for all active substances in the P

n

v

sances has @t been inves @ated%@?h re@d @

S
d as tli® sum of the @@mponem ex@sures %tho@ a%%
@ Initially, the indégidu. uotients (HQ
by assessi &

models and dividing the individual exposur@evels@y the@esp &We S

@the K [Fosu; acﬁmg sm ate

& &

ded®’
pes

&
N
& &

OEI%RVNNS and

AAOEL/RVAAS. This is equivalent to the dlq@ ex stenfl AO@L/RV:N)AS and
AAOEL/RVAAS to decimal. The Hazardﬁ;)de& (far) i 1& sug@”th%ndlw@al HQ@ @
. X
A R MRS S
Q &N A & 5 <
St & .8 X w @ @ @
Outdoor & NN ®\ S @Q
S)
Table 7.2-43: Risk assg@sme:&%rom@omb 6de ur rO@@at(@wnt&PPE
® S A2
' < N @Estlm&ede osure E mated exposure /
Application scenario |, ©  Addve S@tan @ AQEL A&@ +*AAOEL (RVAAS)
SN > ol & @mey v & @moy
S 6 O \© S S)
N S : ]
Grapes & |© - Trfloxysirobin §s© & oy @ 0.0406
Q & Cumulatiie risk Qpera §0965% 0.0406
(2 S <) %%HI) t& & S @
'HI= Ha#md Index = % @ ‘O @ X
2HQ= Haward Quotient, Yo\\“”per ile N
3HQ = zard Quotlent@@S‘h pe 6@:116 @7 S @Q § Q\@
A SENES) N Q
§ N AN & >
9 & @ > & 8
Table 7.2-43{:\@ (@sk essnfent fr@ cm@med@xposure for Workers
@ )
>
< S NS Q @S@ @ Estimated exposure /
Applic@n scenario 2 @ctwe@hbst@e o AOEL (RVNAS) Measured DFR?
@ (HQ)?
© S o
N > <<»\Fluopﬁam 135 0.543
Grapei N @ Tmﬁ@xystrc@n 0.997 0.347
N | C ulatlve rls&@’orkers (HD! 2.35 0.89
7a\
"HI= "5 R
2I—IQ— \e) t
3 Hazar&Quo e@fo jon ‘g@alue of the default DFR is used, when measured DFR not available
S & T
€& &

&
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Table 7.2-45: Risk assessment from combined exposure for Bystander
Application scenario Active Substance Estimated exposure / Measured D § @6
pp AOEL (RVNAS) (HQ)? AN
Fluopyram - @\V - &@ @Q
Adult! Trifloxystrobin 0.00943 pﬁ@ma@ >
Grapes . E N
Cumulative risk Bystander — | () 0.00943 \0 0({6%1 Q) @
2
Adult (HI) \e @é@ @Q § @@ é
S & & s
Ciild Trifloxystrobin =) 0017 & 45 & 0.022@ o
rapes Cumulative risk Bystath— ] \0 01”7\ @ D 0:@”’29 RN
: 2
Child (HI? & 9 A RS
I The highest exposure value from the 95% percentile of each &ﬁ,the fo 3 athwé@' (spragyrift, Vaf%ur, s&ﬁace d its, %tﬁy
into treated crops) is taken into consideration b\ \ @ @»
ZHI= Hazard Index N . %,
3HQ= Hazard Quotient & \ @ W\?\ N éﬁ @)§
4Measured DFR is only for entry into treate%@)ps g&%e take@nto c erat@ @) @
S o4 & § >
Q & @ 6 @ O O L s
D lfine Sor RSerllS &
Table 7.2-46: Risk a@ssmmt fr@ coml@ied egposuor %esmen o
N
s . Q%stlmated exposu 4
Application scenario @J) Ac@re S@an O& AOEL> (RVKAS) ) @%[easured DFR
Q o Y
& A ElGhyram @é N @3\.048& . 0.0333
1
g:zdzs §f & @?E’mxys@mbm & B0t g 0.0241
D E} Cumflative risk R@entQ N §85 @ 0.0574
D
] @ SFluopyram & @ o 0182 0.0739
. 1 . .
&é@;jkis Be '@Trlﬂ@@’smbm S 1S b 0.0548
P Q\) @mul@ye ris em%ﬁt - AM.179 0.129
@ hildHI)* @y N

! The highest exposﬁ% val the @’\ﬁ pereel éh\flle oﬁ@ach of Qe four pathways (spray drift, vapour, surface
deposits, entry {@fo tre rop T th (e of tf@nean @osure @ilues is taken into consideration
2HI= Haza@ndex @
SHQ= Hazgard Quotient @ @ Q &
4 Measur@l{ is only for@tw m§eated ps \@ge talgcgﬁnto consideration
D
Ty o

R o @ N @ @
Incﬁor © @\ @Q &©
@" N

&
Table 7.2-4@ \%Risﬁsessiﬁiené@om combined exposure for Operators with PPE
Q)

S ©
@ @Q © > Estimated exposure / | Estimated exposure /
App@ion@nari@% & Active Substance AOEL (RVNAS) AAOEL (RVAAS)
& @ o |y (HQ)? (HQY?
> e ©
ECP@%@enhouse Fluopyram 0.034 -
odel, Trifloxystrobin 0.028 -
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Estimated exposure / | Estimated exposure /
Application scenario Active Substance AOEL (RVNAS) AAOEL (RVA
H 2 3
(HQ) (HQ) N
Low Crop standard, 0.2| Cumulative risk Operators 0.062 q - @ @
kg a.s./ha (HD! X S B
ECPA Greenhouse Fluopyram 0.122 % - § §
Model, Low Crop, . . SN
intensive contact with Trifloxystrobin @ 0.099 @% ey © @»Q
treated crop, 0.2 kg Cumulative risk Operators o 0.2 QQ %@ - O é\ﬁ
a.5./ha (HI)! @ A o R o &
Fluopyram @@ 0.\§1 @@ @Q ©§ e @%
DutzlhlG];;eena}lz;z;ile Trifloxystrobip eF Q@j 0.2@ ?2\@’ @ - §
fmodet, Handhe Cumulative risk O(@ratog@ g}’ 0@! b@ O o« < .
H)'S @ @ Q Q @ @K
Q
New Greenhouse Fluop§gam , N @) &© 0.%\$ o éﬁ - §
AOEM — 75" centile . o ~ > AN ©
(draft), Handheld, Trifjdgysirobin S go18 O \;@ &
LCHH, normal crop, Cumul@e rlsk gperators 3 Q\0.0@ (@) @Q - o\‘”\a
i S
7 W)
New Greenhouse § F l%pyra:@ A R @{38 & ~ S
AOEM — 75" centile S %3 o 2
(draf), Handheld, \@J) "@ﬁ’loxys@obm @ . 0.17Q> & 9 _
HCHH, normal crop, Cummilative risk at § q&417 Y § R
02kgasha &b oo ! SN O oA
\ 2 S
New Greenhou . ®luo®m > ©> SO 0057 o N
th ) o 4
A(Zfa% 177[2 . Z R & Trifloxystrobin’ o 866 -
LCHH, dense@‘op, @nulan@w risfi@)per:ﬂ}’n‘s © © 0.10% -
L e
ke o H o g &
Ne \eenhouse 9 § F I&ryram (@@ ‘K\h@ @127 -
AOEM— 75" centik N . DN S
(draft), Handhe@x & &ﬂoxy@bm% & < 70.098 -
HCHH, dense crep, 0.2 Cm@%tl&%ﬁsk ()Rg(%tors ©® 0.225 -
kg a.s./hg f D'S o >
New Greewhouse @ \}’luop@am 5N & - .
AOEM 35" centile k&)
(drafi@Handheld, @ r1ﬂ@ystrokgl Y - 0.006
LCHH, normal cro, %mula*mfe ris per&f@rs - 0.006
.2 kg a.s./ha % @ ( @
New Greenh & Fh@pyray& - -
AOEM - 95 t&centl
raft, ESe lﬁl\% Tiifloxyggrobin - 0.205
HCHH, #grmal @ ip, @un@mtwe risk Operators - 0.205
& as.fi (HI)!
éz@ . %”\9 Fluopyram - -
cent § . .
andheld, Trifloxystrobin - 0.016
LCH ense crop, 0.2 Cumulative risk Operators - 0.016
kg a.s./ha (HD!
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Estimated exposure / | Estimated exposure /
Application scenario Active Substance AOEL (RVNAS) AAOEL (RVA
(HQ)? (HQ)® N
O
New Greenhouse Fluopyram - £© - ) @\}‘)> S
AOEM — 95th centile . . % LN
(draft), Handheld, Trifloxystrobin - 0.2& N
HCHH, dense crop, 0.2 | Cumulative risk Operators - w\% o&@4 2NN
kg a.s./ha (HI)! @ KN kS w\ S
Fluopyram < 0.1 ‘Q @ - [\@Q é\”
. . @ o X O
AEPLA Trolley Study Trifloxystrobin ) FA > > & © . 9
Cumulative risk Operagoxs \0.178@ ) @D
£ RN
LU S A SPU A - SN
Fluopyram©> %, g}’ @3 6@ (o & % o
[ \Y4 Y \)
EUROPOEM 2 Model, Trifloxysifobin .0 . s 0098 ] - & &
high crop Cumulative @ﬁ{ O{uators @ o\& 0.@ w;\ @Q é\ﬁ Q
IR I S
T S T S
EUROPOEM 2 Model, |  __@riflosystrobif’ S| @7 adas © (O «
low crop Cii\mul ive rml@era@rs &%183 © © ~
HBY o @ N 9
'HI= Hazard Index 2, S
>HQ=Hazard QuotientsZ5" pere@%l 6@ N . @
3HQ= Hazard Quotie 5t pe ntll@ﬂ § w\g S) & K\
SO ©© o0 & @
S (O \ NS @ X
 Bytiendh ot e tog
Table 7.2-4@;;@ Risk @bsess n% frg g@bn:; xposyre foy Workers
. R @ v Estimated exposure / AOEL
Appl Subst
o s [ xesuangs <717 Bt o
§\ S o@%)opy];%,n & 0.309
Leaf vegetablesayid S §’ @ ﬂosgi%frobi o @Q 0229
fresh herbs S I - S >
Q (@) @Qﬁuni’uiative\gl%{( W@ﬁ{ersgﬂ)l 0.538
'HI= Hagard Index O K N &5 @
2HQ= @d Quotient ¢, O @%:’ “’@ Y
3 Hazard Quiotient, for a@ion the Value {the defgl DFR@gused
o v @ Q@ Sy
Conclusion @ @ @

The Hazard I %is 4. T
present a rigffor eperato
refinement of thgassessifient i

Based
use o

@h @@en‘[ed
S@;)O

S @

¢ &

&

com@ned e@osure to Fluopyram and Trifloxystrobin is not expected to

workers, b §g)anders and residents in both representative uses. No further
quire

cul@on it is demonstrated that no unacceptable risk is given with the intended
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CP73 Dermal absorption
Fluopyram . @ @6
@ g
Comparative dermal absorption, in vitro using rat and human skin @b & ©®
v N
Data Point: KCP 7.3/01 =) O & P
Report Author: [ ] © S D L @
Report Year: 2014 S o2 W ] &
Report Title: In vitro human skin penetratigq of 14C—ﬂuo&y@m in the ﬂuram@\g S
trifloxystrobin SC 500 formtion 1) @
Report No: S13-04169 Q) 2 Q N S
Document No: M-475331-01-1 Y \ NS
Guideline(s) followed in | OECD Guideline for‘he testg of @m % U
study: Skin Absorption In @tro od @yideli 28 (@1] 20@’) & %

OECD Environmental Héglth an(@afety@,lbh ﬁlon Series on

testing and As éﬁgme N 2 &ndan@Do nt fofthe s«
Conduct of S@% Abs @gptlon %dlqs ‘&March 04) R @ é\ﬁ ©§
EFSA Pan ntProt ucts@d thei R es1 %
(PPR): Gut ance@ Defma Ab§&rpt10 rnal 29 12: o
10(4): 2685. 5 @f? @ \JJ @ @@Q
Deviations from current | none@ L @
test guideline: < N @ v & @Q & o é
Previ luation: No, not Ihted SN L9
revious evaluation @o no ev1m§@ eva @te Q & @
GLP/Officially Yes nducted un@L}%@?ﬁma@brecg&nmed téSting f%htles
recognised testing é\a %,
facilities: & S @ @ w\g @ &
Acceptability/Reliability: AYes oo D ) P
O N\ S NS
o O S,
Material andynethasds %© © K 6 §
Human skjn: Sourc{gﬁ@an '@su de@yon@ld Bl@fedlc France.
QO O Nu ex: 3 donofem@@ \
A o, Ana rnq&al re AbQornen §\
N Fﬁ’llc@s 3120 4Q§pm S 5
Test Material:©2 @ S
Non- radlola led: ©© B& L76@- @j

“~ 1t 4°
Radlo@ed & pyram
\ Batc L 96

@mﬁc@’ctw& @6 uCi/mg.
@{adu@urltv@o he fS*mulation: >99%.

oA Q
Formulat@: § fof%‘lulat@n used in this experiment was the Fluopyram +
rifl

& IS i ﬁstrol?‘@ SC 500 formulation containing fluopyram at a concentration
Q@ §) of g/L and trifloxystrobin at a concentration of 250 g/L. It was used at
&% ©N @ three nominal concentrations of fluopyram: neat; 250 g/L, 0.2 g/L and 0.033

Test C, tem:

A flow-through diffusion cell system was used to study the absorption of the
test substance (exposure area of 1 cm? skin). A diffusion cell consisted of a
donor chamber and a receptor chamber between which the skin was
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m m

positioned. The receptor fluid used in this study was PBS 0.01M pH 7.4 +
6% polyoxyethylene 20 oleyl ether. The skin surface temperature
maintained at 32°C £ 1°C, with a fixed water bath integrated in the dyn

system (close to the normal skin temperature). The receptor ﬂ was @j
pumped through the receptor chamber at a rate of 1 fak/h. & @

@
SKkin integrity: Before dose application, the intggrity of the slmﬂamples was asses@:@d &a

measuring the trans-epidermal ggater loss (TE@J from the é?atu met@ @

The skin integrity was evalyated before u@y measur{g@ the L@he @
absence of water on the skif@was control usmg a Tev@meterﬁnc lowé}
measurement of water ¢ Qﬁn ration from s face@ase@n th dlfqu@%}
@9 results di@all iag g/m%@, T \measmmenﬁas

principle and expresses
carried out away fr%& any@?atmgw urce and ag streapiiafter ableast tf\hour

stabilisation. The humay’bﬁ?km @% @ed ithe étu 1@36 @L \@Qs

<4 g/m%h. w\% S % ®

&N S .

Treatment: The dose p%%rat oh wa é@phe@m the@)ht E@%kne @mpl ith a

positive digpfacethent p1p@t'te at¥he rate’f&’ y I@Lkn%exposed
skin. Tl@’pemﬁc act1V1ty ofH 1qu®of yra@and K& hoptogeneity of

@] . N .
the tegt items Were ghecked-on @ay% prepgratiQIn) e%&re and during
ap <l‘Qatlon\The{Qmoge ity of the &3 1te@Js before the @pplication was
accepta G§bbta@ed CWwas <&5%§h &&g@ﬁc astivity of the test
1@ms obtainedluri e ap 11cat wastised toQalc nﬁe the recovery. The
coe ent@gf var@tion wee@thls%erles S? sa s was stated as a

@Q me@s’ure@?ﬁvarl@lhty he gp plication s &1 x\

é%he @to@ﬂgassm@g@rou @%he reeeptaf@hamber was collected in
©© @\ glass%qals@&eld 1n@fract1(@ collector. The receptor fluid was collected in one
SRS 1@per timle péint an@er cefPat 1150, 3, 4h, 5h, 6h, 7h, 8h, 10h, 12h,
K2 @ , 1% 21% and@%h pést the, start @ application. At 8 hours post-
Q\ §t10 e skm was@wabb&d withs10% v/v Tween 80 in water using
AN bgigls an hen \{91 9 x T mE UHQ water. The washing solution
f@ tothe skug@urfacéﬁhe removed using a pipette and was collected
@for ym@heg,&km sutface carefully dried with three cotton-buds in
@ Q to r@love.ld refain the@’on absorbed dose. At the end of the study
Q © @ h aft@pph@ﬁwn he treated skin and the skin adjacent to the
@ % treatl@nt s@z (s%@??mdmg swabs) were swabbed. Each skin sample was
' tapes trl%ed to mo@he stratum corneum. The strips were performed
) %, g, a@’em Q@cot@ape Magic 3M®. In order to standardise stripping, a
> @Veli kyof 1 6@0 g/c fvas placed top of the Scotch tape for 10 s before taking
& %% A m@xmun@f 15 strips were performed until the slightly shiny layer
@ N ow the str@gtum corneum was visible, corresponding to the viable
@& é’ pld@ﬁlls (p<§sumed to be the region around the stratum spinosum). All
S ©@ st were analysed separately. The first two strips are considered in the
o @@ @ calculation as material likely to be lost to the external environment due to

é@ v @’esquamatlon of the superficial external layers of the skin surface.

Sampling:

Radi@say: Samples were analysed for radiolabel content by scintillation counter
(LS6500, Beckman). The related software is WinConnection P/W 513860
V2.11. Calculations were performed using Excel 2010 directly from the raw
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data obtained with the scintillation counter. The software runs calculations
using 7 decimal points, but in general less numbers are printed on the paw
data sheets. Conversion of the counts per minute (cpm) to disintegratigrissper &
minute (dpm) was performed directly by the migroprocessor @y the
instrument using a quench curve of the appropri%@ scintillation_ cock@

stored in the instrument database. Q @
Findings: R © & .9
gs' @ @\9 °\ o\ &
Fluopyram was demonstrated to be sufficiently soluble Sar the receptuid to avoié}ény@( ot;\g Béck &@
diffusion, N & 9 Q & O
Measurements of the homogeneity of the three c ntrations otan@gftio pliedgndicat@i tha&{@np
was acceptable. Qo?‘ Q} \@ & ©\® N @@
The study results are presented in the followiétabl@@ ) w\g@ Q% @%’ N > ~
O F T h S & ° &e
PO N SRS P
Q & S & & & & ©
S y O &S s
R > & 9 @ o
o 9 S
o &N S @S & 9 «
v & 0 &
% O N & S
o O N Q& 92
N N 2 § S % $ <&
v e O ¥ .0 & O
FTE e S e ¢
@ S SN @© @ @
S QO NTN N o 9 N
F D Na a8 §@ N
& £ .0 O « SIS, S
(O N N N
SN Y A
&@ \@Q \Q Q° \© o \©
SE®) S
§ RN > & >
@ 9O g © o .0 %
QOO O N O D
O K &2 o
<) S o L2
@’ 2 Q @ SIS
N AN L9
o SIS A
N (g @\ R Q)
@° & >
s A &S R
& S @
LS Q
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Table 7.3-49:

Distribution of radioactivity at 24 hours after dose application of [14C]-

fluopyram in the FLU+TFS SC 500 formulation at the rate of 250 g/L tg, - S
human skin samples (All cells). @ IS
N
Results expressed in terms of percentage of applied radioactivitys, @ ©
Distribution of radioactivity (% dose applied) L
Sex Female Female Female Female Female Féfdale Grouﬁ&}{ugf@%%
i TRA0010 RA0010 &)
Donor N 250 250 234 23; 00AJ340 <L, G0AJ340 @ KN@ 1 %
Cell N° A B & Y E o F MEAN\I
Skin Excess 99.12 96.94 | 99.98 99.04 907 97498 983Y| & 1.234
SCI 0.05 0.01 0.04 | A 0.04 .08 QM | & 0.63
sC2 0.03 0.01 0.01 \7  0.02 @ 0.03 end. |, 002K 0@
Total SC1 + SC2 0.08 0.02 0.05%° _ 0.06 03P  Qnd. |° 0.05 oh.04
TOTAL NON- % D 4IRS
ABSORBED 99.20 9696 | 100.03 | o .99.10 I738 | © 97&@; 9{?&6 v > 124
Skin n.d. nd. | Ond 9 @H [ g 0.0 @d 002 0.4
Stratum Corneum @ 9 N
(SC34) 0.40 0.21 ﬁ Oo&ﬁ: \.0?> &)8 (@@ n.d. 0. @0.14
TOTAL DOSE SITE 0.40 02N o022 [ o 0087 007 [~ n@d| %018 0.14
Receptor fluid Q N 3y N %, v N N
©- 12h) nd | @ & n.d.4 &@d. @ o@§ @% 02 |& ui@ 0.02
Receptor fluid > N
(0 - 24h) nd. | K ngyl  ed | & n% 001" 0] el 0.02
%Ratio receptor Y .. v @ Q I~ &
12h/24h l{)g\\\( SN00 © 100 QOO @ 1% @00 o 100 0
Receptor chamber p.d. A nd Y @ ‘O n.d. . | 2 n.dg n.d. 0.00
TOTAL DIRECT o 000 0.08) @00 & 0.004 0.05 02 0.01 0.02
POTENTIAL =) © B
(dose siter receptor) | 0408 ?&@21 S 0.2}@ \@8 é& 022 o\@)z 0.19 0.13
POTENTIAL ) S Z )
(i raconion) é QDO X ©) 0.()&@ {}ﬁ QQ 0.0@@ « 0.14 2 0.02 0.03 0.06
TOTAL RECOVERY® \é9 6 97 20 1003 92 | D 97,6Y 97.5 98.6 1.3
Evaluation according to EFSA Gmdame@l?)& RN R ~
Absorption >75% withinalf of stydy duration? 9 N DYes. (&lude SC values)
Mean Recovelp<95%? =2 @ ‘o s Nogoirection needed
Total % é@m‘:‘nv Absorlgaple adjasted a¢chrding to EFSL2017C %@an (%eskin +%receptor) + (SD*1) = 0.083%
SD: stan deviation; N: %mber OfAkin ceIls use calaiidtion v O\\/
n.d.: not detected (belo hm&o det n); n.& m)t icab S
In the above table, the esented mean not i%vays cal@f ate ex@tly m the presented individual data. This is
due to rounding- llp d?@eren sulj mm u~q ofthe sp@dahee@gmm.
g
@ \ >
% & @ ,%Q @S@ @
o § & &
N Q &
o RS <
N (g Q\ R Q
@° S @ S
sy &S 8
@ § ® ©@
X
& &S
S o ©
<\9 @@ Q 7,
@ & v o
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Table 7.3-50:

Distribution of radioactivity at 24 hours after dose application of [14C]-

fluopyram in the FLU+TFS SC 500 formulation at the rate of 0.20 g/L tg - S
human skin samples (All cells). IS
S
Results expressed in terms of percentage of applied mdioacrivi% () v
A RN
Distribution of radioactivity (% dose applied) [
Sex Female Female | Female | Female Female Female (’é : ;Iim“@ D@
5 TRA0010/ DRA0010 | .
Donor N 250 250 234 2@ 00ATI | 00AT340 he> KN+ 1 é\’
CellN° G H I X KO 1 fVEANT S @
Skin Excess 127.60 13462 | 11067 | o 9830 82 10039 118 | 15820
SC1 432 4.02 238 | @ 4.14 L3.12 290 48 O 03
SC2 2.52 0.63 0.78 160 | X 1580 Av35 L& 140 [ .68
Total SC1 +SC2 6.84 4.65 348) 5.74@ 4%5 @J\ﬁ.z«:\ [~ ‘f'f@ 4.27
TOTAL NON o @ . N
ABSORBED 134.44 139.27 1(%%.83 @@ 104.04)) &mzm s 105 116.67 16.19
Skin 2.59 0.41 037% P97 | ~0 0.0 0709 | 0.75] 20.93
Stratum Corneum ; ﬁ o N @ @
(SC3+) 8.83 325 " I N 362 &i§§0 O 14| 37| 29
TOTAL DOSE SITE 11.42 3.8 g%,?ss D43y O3.07 @}f) o451 |7 351
Receptor fluid @ N 4 6@\7 S @2 @
3.91 04 1.3 209 97 2.4 1.13
(0 - 12h) @ o R @N S @}%‘@ﬁ OIS 285
Receptor fluid Q & g 5
oo 505 |~ 250 o0 @@ L) < 347§S 3y L2 1.29
%Ratio receptor N AN @ ~or |O
Shoah "y 8 Q@ Bl ol L% & % 82 10
Receptor chamber @9 | O 0.2%} AR 0.10 019 LR 04 0.12 0.06
TOTAL DIRECT 85.24 2.5 78 [o> 16@“ 3.66 30 3.04 1.34
POTENTIAL %, QY S i | .
(el b - pe) 7 1666y %&%n . 470 .07 |© %@g &\?87 7.54 4.53
POTENTIAL S a8 YT 9 . @
(it receptor] > &ss oD 240 215 | O 2.%2 @& 393 @  3.39 3.79 2.08
TOTAL RECOVERY | 2)151.1 ﬁ §45.4 | o0118.6 110.1 $ 1098, 110.9 124.2 19.0
Evaluation accofding to £FSA Ghidance 2017)%, & YA @y
Absorption >75% within Half of stidy dugation? N o Yes¥exclude SC values)
Mean Recovgf <95%? R N N D | No'@rrection needed
Klean (Yodose site +%receptor) + (SD*1) =5.9%

AN
Total % Poténtially Absogpible adjuisted a@mgé to EF§3(2013)

SD: standard deviation;

on);%xa. 1 no -
ate

o n@v&ys 1
due to rounding-up di fere resu froma fHe us¢wf the s
S RN

saumbgiof skingells usgdyor calsylatio

@piical@

exactly
@dshe rogram.

Q Q NN
3 Ve 8 &S
% N I AN
N . @@@Q&@
G @ © 9
é@\%@&@
O VRN
> O o
@ Q
QQ%@
$ Sy
@ & <

%\

the presented individual data. This is
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Table 7.3-51: Distribution of radioactivity at 24 hours after dose application of [14C]-
fluopyram in the FLU+TFS SC 500 formulation at the rate of 0.033 g/ S
human skin samples (All cells). IS

S
Results expressed in terms of percentage of applied radioactivitys, @ v
Distribution of radioactivity (% dose applied) L

Sex Female Female Female Female Female Féfdale Grg}&{ugf@%%

: TRA0010 [ YRA0010 &

Donor N 250 250 234 23;1’ 00A1340 L, B0AJ340 S KNes'l o

Cell N° M N 0 L Q o R MEAN\I

Skin Excess 92.50 105.18 31.88 81.20 6431 85842 843¥ [ 432

SC1 2.01 5.14 662 X s568| o4 2% D20 | @ 1923

SC2 0.72 3.40 3.08 N\° 234 | ©°2.08 Jdm |, 211 198

Total SC1 + SC2 2.73 8.54 9. 700" 8.02 532 B4 B 631 o292

TOTAL NON % P> MRS

ABSORBED 95.23 113.72 g\&.ss @089 22y @53 ';@’ ss&@ s\ﬁm r V14.78

Skin 0.19 080 | 0549 g2 Q% 0351 @f0 J o 064 063

Stratum Corneum = O

(SC34) 2.15 6.45 ﬁ 2&@ @%02 &2 ®®260 @ﬁm

TOTAL DOSE SITE 2.34 728 387 ] @ 4. sg A48 [~ 4,33 1.88

Receptor fluid N Ko % = N ~J

0. it 58| £ & 9.844 @3 @ 2%@3@ K 68 |l i% 5.95

Receptor fluid > ~5

(0 - 24h) 8.39 @QU;% 15/56 8. 4@ §@ 14 1}@ g@@ Kr@@ 6.56

%Ratio receptor o @

12h24h 9g\< 87 S 83 &85 L@ oy 95 |©> 88 4

Receptor chamber 000 | A 5,628 0@% ‘070.26 86 [ 2 038 127 2.15

TOTAL DIRECT .. 839 19.35) & 8.3  «27.00 1%\3 14.74 7.19

POTENTIAL =) B

(dose site+ receptor) o 10.7g§ &2@60 Qrs. 72? &@? é& 32@1\8 83 19.07 8.50

POTENTIAL ) $ g 2

(ikinc reciptoi} é 858 | 201 12% ,@@10.5@;@ 27361, 1273|1538 7.06

TOTAL RECOVERY® 106.0 403 | < 1073 )N 1098 | @ 100@ 1043 | 1101 15.0

Evaluation according to EEBA Guidance@p17), O =, R

Absorption >75% withinalf of stydy duration? 9 DYes (e¥dlude SC values)

Mean Recovelp<95%? =2 @ ‘o s Nogoirection needed

Total % é@m‘:‘nv Absorlgaple adjasted a¢chrding to EFSL2017C %@an (%oskin +%receptor) + (SD*1) = 22%

SD: stan deviation; N: %mber OfAkin ceIls use calaiidtion v O\\/

n.d.: not detected (belo hm&o det n); n.& not .\licabﬁs% AN

In the above table, the esented mean not i%vays cal&gte ex@tly m

due to rounding-up d@erenéﬁsu@om u~q ofvhe sp@dahee@gmm.
ell
appears to have been les@

those 0@ R suggeq@g thg \3 e sl@ sa
demonstrates the d1%gence m ro&e obt

The data fro

the presented individual data. This is

hi ch@,ljsed the same donor. The swabbing procedure
in the receptor fluid are approximately double

¢ ma}&have been damaged. The following chart visually
d f@@ell Q compared to the duplicate cell R and the other

e
e

ffer, m th@

ki les th
sm\%@mpestat:& t?@' @\@@Q &©
LA NSRS
@ Y
§ © %, @Qj
T & O
O
S o ©
$E
o
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Cumulative % dosein receptor fluid
2 9 S N
HOURS POS ||_i-.j,1'l|-:_'-:.| @ Q\@ @ ©\© %@ @@
LA I I S
Table 7.3-52: Distribution of rad&% ctlv@v at Z@haul‘@fti%% pllca@n 0@ C]@
fluopyram in the FLU+TFS S@SOO @‘mu ] e rgge of 0.033 @to
human skin saifiples (Repo t@lcelé} @ g}?\ ©
Results expresﬂs@ in m%m of g&mr@ of @@é amﬁ @ (%)
istribution of radioactjvity (% ddpe ap o
Sex Female, Fé&ale o P Femae f@lale & l%hfale KG%JP gllf;lﬁll HD
oo 2 TRA001 st; A =
Donor N° 2505 | °S 2506, AR f@ 5 i |9 KN°=12
Cell N° M o> 0 W P ] K ¢] MEAN SD
Skin Excess 2 9250]  GJ05.18> 8188 [~ 8820 | O 8586 |  89.32 9.94
SC1 23 & ©@ee2 o 5687 a2 431 2.12
SC2 A w7 340 | &7 308 O 234 °1.02 2.11 1.20
Total SC1 +SC2 Ped) - 2.73& PUEINEE S ] & 8.020) 3.14 6.43 3.25
TOTAL NON N N %, Y & @
ABSORBED ,,Q © 9823 137> 9158 §@ @722 O 88.98 95.75 10.36
Skin O P L0119 o[ = o S 1.82 0.10 0.69 0.69
Stratum Corneum {SC3+)o0| s 2.15 6452 | O 36D 2.60 3.41 1.73
TOTAL DOSESITE 239 728 ‘37 | o, A 2.70 4.10 2.00
Receptor fl@' RS Q SEEN
©- 12 A . s & ne| © osi . O7isg 11.68 9.65 2.24
Receptor fluid YS) & S
(0 - 24h) § N b 8.29) B 13.73@?’ .86 8.47 12.26 10.94 2.40
%Ratio receptor 12/%h | a . 89| a0 834 85 95 88 5
Receptor chamber @, q 00 [© 82| O 0.4 0.26 0.37 1.35 2.39
TOTAL DIRE(@ © Q 8.39 N9.35 1N 1335 8.73 12.63 12.29 4.41
POTENTIAL YOl & o @
(dose site+ y&pptor) 5 103 | @ 26807 L M5T2 13.57 15.33 16.39 6.04
POTENTIAL R Q
(skin+ veceptor) Q % 8.5 .15 12.89 10.55 12.73 12.98 4.38
TOTAL RECOVERY @ 1069, R140.3 107.3 102.8 104.3 112.14 15.83
Evaluation accordipg 4o EFSA Guidance 2@y7) &
Absorption >75% ithin halfof sk@durm%‘@ R Yes (exclude SC values)
Mean Recovery £95%? N @ No correction needed
NS 9 Mean (%skin +%receptor) + (SD*1.2)
Total % Pg@%ﬁalh@ﬁsorb@e ad@ed according to EFSA (2017) =18%

SD: standard deviah ; N:dumber¥dskin cells used for calculation
n.d.: ngdetectegfbelow, imit"df detection); n.a. : not applicable
In tt@me ta@je, the p ente@eans do not always calculate exactly from the presented individual data. This is due
to ro ©~ {pdifferences resulting from the use of the spreadsheet program.
O
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Conclusion:

The dermal penetration through human dermatomed skin of ['*C]-fluopyram in the fluopyra@°+ S
trifloxystrobin SC 500 formulation was investigated at three nominal concentrations conesporﬁ tq§
the neat product (250 g /L) and to two representative spray dilutions of 0.20 and.033 g/L. @® S

Concentrate @’Q s @

The mean percentage of fluopyram in the FLU+TFS SC 500 formulau%%that was go@1deré§o geﬂ
potentially absorbable for the neat formulation applyln%@@e EFSA glt%ance (2017)%@ the\ﬁldy @4 @
was 0.083%. Q @ @ %

<

Intermediate Dose level @ R ®© @Q}

The mean percentage of fluopyram in the FLL@S SC 50 formu@%on t@ wa@ons@jred t@}be
potentially absorbable for the neat formulation a plymg the SA@lldM@f (208\) to t\ﬁe stu@@lata

was 5.9%. b@ < AN
Low Dose level (Spray dilution) % @’ Q © @j @§ o

\
The mean percentage of fluopyram in_the FLN+TF C @for latlo&%at %s ca@lder o be
potentially absorbable for the neat f(@lulaﬁgn ap@ymg@ EFS@ gul@’lce he st@y data

was 18%. W\?
Therefore, the following dermal’osm@lon ue§§ be@%mo&@ fob@se 11@@16 not-dietary risk
assessments for fluopyram i 1 FL@’T FS S€ 500g0rm lgflon@Q & é&

e 0.083% for the neat%)rm‘atlong%o g@ [9og S @ .9 %

e 5.9% for the 1nte?medl%e dose% 20&) @ ©@% (&% $ §
e 18% for thel@wdo (@%/L)@ §© %\ Q é& &\
SIS I ¥
Sy Ty a L TE
IS S © O «7 & Q@ S o
S & & & PSR
AL \@ \@ S 9 = §\©
F P& F Ty
<) @ S > \% IS
@ 9O g © o .0 @
W OO0 oD
SRS ,@ & @
<) O @ %o
@’ o\@ Q @ N
Ta & s
N ST RS
¥ &©
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Trifloxystrobin

Comparative dermal absorption, in vitro using rat and human skin

D
6 @

Data Point: KCP 7.3/02 N L P
Report Author: | ] v & AN
Report Year: 2014 < O 2
Report Title: [14C]-trifloxystrobin (FLU + TF @ 500) - In vitco dermal absa@ 10n{.ﬁdy

using human skin [\@ D
Report No: SA 13189 < 0 \‘” N
Document No: M-486321-01-1 @ A @ fp @
Guideline(s) followed in | OECD Guideline for th%ﬁ%g of Chemlcaﬁ 9 AN
study: Skin Absorption In Vitr! thod Gu1 ed S@Ap @7 @@y

OECD Environmental Healthgyid Sa@w Pubhcatlo ries estlng and R

Assessment N° 28, @1danc@)om@ent f@le Cg @ cto

in ébsorpt%l

Studies (March 2004). Q%%’ @ Q
EFSA Panel onRL t Piotection\Prod and 1r Re@es &PR) G an
Dermal Absogistion, EFSA Jo\%;'lal 2017: 10@Y: 2665
Deviations from current | none Q L N
test guideline: &© @%% . < § @ N é‘p @
Previous evaluation: No, notfrevioysly evaluated S\ N f(\\Q Y - N
GLP/Officially Yes, @nduc@gfﬁnde@lw@d mal]@r@co@ d testing f@ties%
recognised testing S @ @° ¢ ®)
facilities: & & O § e S
Acceptability/Reliability: [6es  © @ @é,@ NS 2
S @@\ o V.8
Material and meth v D S & O
Human skin: Qwrce&non@mx ﬁge@m Fance. « @
S @\Iun@% and séx: ﬁonori%emal@ @ @
Q @ A@tomu@%eg@@’Abd@nen@ §
@ T%ckn@;s 38%4 t0 48’ um@, y\?
Test Material: %, $ & Q@ \@’
Non-fadiolabelled; 2 Ba@ NLL5391:14, © % @

@ Rurlty @9 6%© %
Radiolabelled: ¢, N Ntﬂﬂ@ %&; lpheg 1-14 ]—trlﬂ@strobln
@ @ Kl\@L 967@ @
Q O cific activifys 3.72 /@g
S\ d1@rltyaf e f@nu]&&n >98%.
& SIN. &@ Q"
Formulation: § @ for@llaﬂ%ﬁu @1 this experiment was the FLU+TFS SC 500
> rm@tlon (specifiCation N° 102000012886) containing trifloxystrobin
&@% . (250g/LL a1 a1 ram (250 g/L). It was used at three nominal
\% C entMlonS@f trifloxystrobin: neat, 250 g/L, 0.2 g/L and 0.033 g/L.
& éﬁ ©© )
Test m:§y A -through diffusion cell system (Franz’s cell modified, Gallas, France)
&% ™ @ \gégused to study the absorption of the test substance (exposure area of 1 cm?
Q© @@@ (o §(1n). A diffusion cell consisted of a donor chamber and a receptor chamber
N between which the skin was positioned. The receptor fluid was Eagle's

medium supplemented with 5% bovine serum albumin and gentamycin (50
mg/L) at a pH of 7.4. The receptor chamber was warmed by a constant
circulation of warm water which maintained the receptor fluid at 32 + 2°C
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m m

(close to the normal skin temperature). The receptor fluid was pumped
through the receptor chamber at a rate of 1.5 mL/h and stirred continuoysly >
whilst in the receptor chamber by means of a magnetic bar. N N
@® N

Skin integrity: Before dose application, the integrity of the skin %@ples was asﬁ%essed@»@
measuring the trans-epidermal water loss (TEWL )\from the stra%@ cm@m. &
An evaporimeter probe (Tewameter TM300®, System, Courage & Kl@zak
was placed securely on the top e donor cl@lber and th@*’n f wag®
diffusing through the skin Wis measured an and rag &in @V L &
of greater than 15 g/hm2 con51dere otentially d@laged%d v@e no@

used. These samples werg placed by ne séﬁ@ fra@ents@hlch were a@o
tested for integrity bef use in the dy N 6
@ S

S @ &
Treatment: The dose prepar%on was appl@ to spht@ncl@@ss sk@ sa @ -K.

pipette at the rate ({*&ppr \nate@ 10 cmz@xposgﬁd skin. §®
prepara‘uons @rere §saye @% ra{%actlw@ con&}t é%@SC)@ usigg dose

checks (su m D at&close) t@en lgé%re d@m%éé aft d@i‘ng pEgeess.
@ R

@ S
Sampling: The r@eptor\%md fassin rou@%he epto@ha I was collected in
gla&&lals held in@fraction colléetor. The fracsion collector Was started after
(@se ap@catu@%am@s wef@then colles@l hout]y for@e duration of the
“sexperiment (22 ho@ AR hourgspost- ?ﬁyphc@n t&é*’skm was swabbed
«r\g w1th@’ shl@prepa@d 1%V/v {@een mQ£BS (R@%phate buffer saline)
u51 g @nge bs, i rder to rem&¥e andwretain the non-absorbed
dlc\ctwlt}@as detg CtedQ&llth @Geiger-Miiller monitor. At
©© @\ the e%fd of @Qe stu@(% hQurs aft ap pbic ‘uom)8 he treated skin and the skin
& @J@ ygg@cent {Pthe ﬁ@atmq%ﬁsne 10 ng gyabs) were swabbed. Each skin
Kz samp?lgﬁzas tage str@ed to‘@emo the tum corneum. This involved the
@\ @ app tlor@Monaderm@dhesF@ tap onaderm, Monaco) for 5 seconds
AN S @ the tape Was care 11 g@ against the direction of hair growth.
§ ”ﬁhls @edm@ was tm@ a ‘shiny’ appearance of the epidermis
9 %}Nas ide thlbcﬁ\mm ed t e stratum corneum had been removed.

@ @ The tape- @ms \@re coflected %ito scintillation vials for analysis. The skin
Q © ong t@appl@tlo Qite (surrounding skin) was separated from the
@ trea sking, Bot rrougr%mg skin and tape-stripped treated skin were
°~  retaiiied for anal% S. ©\
X % @ N > O S
N

Radioassay: @"he @mur@ of r&@oactlwty in the various samples were determined by
&@ %% scﬁ@latlo@:ountmg (LSC). Samples were counted for 10 minutes or
@ Q 2 51gma %@ an appropriate scintillation cocktail using a Packard 1900
@% & @@R @nter §1th on-line computing facilities. Quenching effects were
& Q@ % ined using an external standard and spectral quench parameter (tSIE)
<\’ @@ @Q .Jtethod. Efficiency correlation curves were prepared for each scintillation
Q© é@ @mktall and were regularly checked by the use of ['*C-n-hexadecane

@ standards. The scintillation counter was recalibrated when a deviation of
greater than 2% was observed when counting quality control standards. The
limit of detection was taken to be twice the background values for blank
samples in appropriate scintillation cocktails.
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N S
@ @® @
S S QS
Findings: v IS @
Trifloxystrobin was demonstrated to be sufficiently soluble in the receptor fluid to a&@d anyarisk é@
back diffusion. o O o @
X > 9 &
Measurements of the homogeneity of the three concentrations of fc&gulaﬁon applied i@ate d$hat g&©
was acce @ > © >
ptable. RN Q o & & ) &@
The study results are presented in the following @es. @ \@ @Q ©\® wg@ @@
o % o %
@%& @@ %Q N @7 @@ >
s TGRS S & o
LR EIRN > NS N §
RN R NGNS SN SOl Ve
RO Sy O &g
SR IC E O N
Ve o » & 9 .0 O ~
o = ¥ S @ O 0
. @ R S AN
R
v O S o Sy W9 o
© O & & S
S % § @ S e BN N
, .9 9 ¥ .90 )
§F TS e S %0 <
@ s .9 K @© @ @
S QO NN N e 9 @& 5
SRR WS
& £ .0 O « SIS, S
(VRN N N N
SN Y A
&@ \@Q \@ Q° \© o \©
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Table 7.3-53:

Distribution of radioactivity at 24 hours after dose application of [14C]-

trifloxystrobin in the FLU+TFS SC 500 formulation at the rate of 250

to human skin samples (All cells). . @6
Results expressed in terms of percentage of applied radioactivitys, Q\ ©
Distribution of radioactivity (% dose applied) L
Sex Female Female Female Female Female Féfdale Grg N:ma\l@%
. 522-01- | 528-01- | 524-01- | 527-01- 520-01- 524-01- S
Donor N 081211 0913 11 0813 V 0913 J11 0813 11 si3vi | . OKNgg'l &@
Cell N° HO1 HO02 HO3 l—% HO5 S| Hoe [MEANT  SEN
Skin wash 8h 101.15 97.86 95.37 161.07 106 95.434° 98. )| .96
Skin wash 24h n.d. 0.01 0.09 | & 0.01 Q.01 md, | oY | N0.03, Y
Surrounding swabs 24 h n.d. n.d. nd. |9 n.d. S n.d. . n.d. fg\\y n.d.@
Total swabs 101.15 97.87 95. 101.08 | YoL8D[  93.43 |N98.81 2,94
SC1 0.006 0.024 0.1 0.042 0.0 0.00 0.0372| o4
SC2 0.002 0.007 0037 | 0018 =007 L 7 0.00] 6Ql" | %001
Total SC1+ SC2 0.01 0.03] Qs [@ gbs [ o> 0.02% o3 | 0.04 0.05
Donor chamber 0.09 0.03 N 026  itd | O  nd nd. [0.07 0@@
iy 10125 97941 9587 @%\01.1;;@ @86 O'o544, 932.9? §ss
Skin 0.0020 O,Qﬁ% Q.0414 0.0247 V0023 04835 | Qo1 |Q 0.02
Surrounding skin n.d. 0@14 | 20.0009°F 00811 | @ 0.00257 ] Qo013 F¥nd. ¢ 0.0
Total skin 0.002 |  90.006 |9 0.042 0,026, 0004 | c,0.0053 0.0, | 0.2
SC3 0.0022 | 9.0026] 0.Em6 | [ 0.0130) 05023 1O 0.0p8P] 0.087 0.007
SC4 0.0014 [D 00533 | 08146 o> 0009 | <0023 I°_ 0.0613 | £0.004 0.005
SC5 0.0012_ 0.0022 [8Q9.0322 0.0031 |, € 0.00% 0.0011 |=0.007 0.012
SC6 0.0015 | 28.00165 0.0gp | ‘O n.s. 0887 |- 0.001¢] 0.003 0.003
SC7 002 | ~0.008)f 0432 | nsd 40014 FOT 00088 | 0.004 0.005
SC8 0.0016 & 00012 | S nAs,%@ @». | . 000187  o0gdi0 | 0.001 0.000
SC9 2”%0.001@5 Q.0813 ey sns [ MD | s, fms. | 0.001 0.000
SC10 & 000127 Q00120  wy'| Sens )  0083] N ns | 0001 0.000
SCll ST 04913 [ D nas, ns. | Q" nel & ns @  ns. | 0001 | 0.000
SC12 ey n.s. n.s. n.s. S x| D ng ns. | na na.
SC13 Q Q' g, ~Ans. | O ns ) A ns. | na na.
SC14 S A n.s. 2] & ns.© @s. ns. | na. n.a.
SC15 & ns. |9 s\ Ns. | O ns, A’ 1LS. n.s. n.a n.a.
Total SCIED 01 408 0.09 & 0.01 0.01 ] 0.03 0.03
TOTALMDOSE SITE |@ 0,05 0.02 s 013 9,05 Y 0.02 0.01 | 0.04 0.04
PR MG @é\’o.ng&@ ol | & (10:)}0*§ 0030 | 0028 [ 0.032 | 0.004
zepto i 9
ﬁff%‘l)r fluid f©@7” (@osﬁl\; ges2 6\%05% 4962 0.049 0.046 | 0.052 | 0.005
%Ratio recepto ) A 8
Dbt o2 N @\@E @@ 65 62 61| 63 1
Residual RggFuid o nd Y @l [ andfs  nd n.d. nd. | nd. n.a.
Receptor éRimber 7 nd R nd [ ny n.d. n.d. nd. | nd. n.a.
TOTAL DIRECT - 2> 0.05G 0505 0.06 0.05 0.05] 0.05 0.01
POTENTIAL RN R
(dose site+ receptop) - @107&@ 0.0 &®.1s 0.11 0.07 0.06 | 0.09 0.05
iﬂﬁﬂfﬁm N 9@ &060 R 009 0.09 0.05 00s| 007 | o002
TOTAL RECOVERYv .3 |2, 98¢ 96.1 101.3 101.9 95.5 | 99.01 2.87
Evaluatio @écord@toli Guijdiince (2017)
Absorptjh{)vn >75%Within h%f of sty duration? No. (include SC values except SC1 & SC2))
Mean &coven@@?ﬁo‘?f . No correction needed
g : ~ N & et

Tué{\"z Pfl}g@ﬁally Ahsorb§ adjusted according to EFSA (2017) BMS&{%dme -+ 2Aeeion) -+ AL, =

SD: standa#d deviation; N: number of skin cells used for calculation
n.d.: not detected (below the limit of detection); n.a. : not applicable
In the above table, the presented means do not always calculate exactly from the presented individual data. This is
due to rounding-up differences resulting from the use of the spreadsheet program.
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Table 7.3-54: Distribution of radioactivity at 24 hours after dose application of [14C]-
trifloxystrobin in the FLU+TFS SC 500 formulation at the rate of 0.20 S
to human skin samples (All cells). . IS
Results expressed in terms of percentage of applied radioactivitys, Q\ ©
Distribution of radioactivity (% dose applied) L
Sex Female Female | Female Female Female Feif¥ale Group;&H umaf@%
S 522-01- | 520-01- | 524-01- | 527-01- | 524-01- 76-01- §K N§ )
0813 1 081311 | 08131V [ 09131 | 0813 VI 55,0912 ITI-1 2
Cell N° HO07 HO8 H09 HOY Hll o, HI2 MAN so
Skin wash 8h 86.61 78.69 | 101.43 97.02 9431 100.612)° 93.RY | 886
Skin wash 24h 3.29 6.09 135 [ N 045 Y20 0| 2 [ Ad15x
Surrounding swabs 24 h 0.005 n.d. 0029 \” nd| O nd |, @039],001 £ 0022
Total swabs 89.91 84.78 | 102.81%°° 97.47 95 401.43 x\\95327 gv
SCl1 0.20 2.61 0.1¥ 004 @  AJI | g5, O. 0.83.7] Q07
sC2 0.09 1.07 Q.08 | & 0.0 N 00 % 023 | *M0.42
Total SC1 +SC2 0.28 368 0.23]Y e | oo 1.7p 0 @43 | 2107 N 141
Donor chamber n.d. n.d. A n.dQ) @d. | Q nd ~ nd Ond &7 pH
NON
oaaL o 9019 | 8846 1(}3@ @}\97.5£> (%@52 \©1n1{§9 96.38 s
Skin 0.03 Q0 | 002 Ky 099 | w, 0.04 2 | o828 [ 0.55
Surrounding skin nd. | SMd [5> 0.2 wd. [ O 08 x\o.m (570,016 0.01
Total skin 0.03 | ©1.40 0.04 009" 485 O 015F 029 0.55
SC3 0.055 0619 g7 [ 270015 <0000 i\ 0.@88 | 0.185 0.235
SC4 0.036 8324 0257 B 0028 | 50.000 671 | Sa119 0.136
SC5 0.9 . 0.700 PN ng. 0017 [« ~ 82  £.0.068 | ~0.204 0.332
SC6 £.024 | AN0.399Y % "9.014 S@wS. | °s 0.046]  0.121 0.186
SC7 016 n&|  Sws. | & 0.008 “ons. | S 083 | 0.020 0.015
SC8 00D s | @ nsyd? 0@ | «  ns. |”  @B1| 0018 0.012
SC9 0.00p | =, ns ngY 0906 | © %s 0.024 | 0.012 0.010
SC10 & 0013 [ nsd® a2 | S nsg, . 0.021 | 0.017 0.006
SCl11 D D000 P g, ns. | Q  n&g < ns 1@ 0.019] 0.010 0.014
SC12 < 0.000y ¢ ns ns. g, i 0.014 | 0.007 0.010
SC13 XY I @y | Onsd 9 n%J  Oas. § n.s. 0.017 | 0.017 0.000
SC14 Y @ LS. n.s. R ns. © %k 0.051 | 0.051 0.000
SC15 9 s 2 S s | Y ngy|  @rns. 0.008 [ 0.008 0.000
Total SCIE <G 0.18) 046> H | N\ nd 049 | 055 0.76
TOTALDOSESITE _ |9 .0.2D TS 050 w194~ 0.05 0.64 | 0.84 1.29
ot ™ S b2 i 0.084 ] @4 S 0.1;({x 0217 0143| 013 | 007
g}eiﬂtﬁi fluid \Q’)@ 9@ 02)&;@% @;@761 0 24@ @8 0.391 0.332 0.22 0.13
%Ratio receptor
o §86 D IR @%3 @@ 72 55 43| 65 15
Residual Reé@F luid & ndhY  @d | 003 n.d. 0.04 0.05 | 0.02 0.02
Receptor chamber S n.d> n.d. ) n.d. n.d. nd. | nd n.a.
TOT}_;%J)IRECT s SO07 | @ 0. 0;{7 27 0.24 0.43 038 | 0.24 0.15
POTENTIAL
(duse sitet reseptagys | 023 D3 s%zy §® 042|048 1.02 1.08 | 122
POTENTIAL >
(ki bRk $ %19& Mﬁ o 0-31 0.32 0.48 0.52 0.53 0.48
TOTAL RECOVERXY [  _©90.58. 92| 1038 98.0 97.7 1029 | 975 5.5
E"aluaﬁgk@cordi@g to EFSA Gu@‘nce (2017)
Absorption TS%QQXWH balf of stdy duration? No. (include SC values except SC1 & SC2)
Mean Becoven@393% > o No correction needed
@7 o Pogéatially AB)wrb@ adjusted according to EFSA (2017) Mean (%dose site +%receptor) + (SD*1) = 2.3%
star @e\ iation; N: number of skin cells used for calculation
n.d.: notdefected (below the limit of detection); n.a. : not applicable

In the above table, the presented means do not always calculate exactly from the presented individual data. This is due
to rounding-up differences resulting from the use of the spreadsheet program.
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In the study report both Cells HO7 and HO8 were excluded from the reported cells due to “tec{@éal S
problems with the swabbing”. However, using the modified Z-score as a statistical test for outlters i N
would appear that only cell HO8 should be considered to be an outlier due princigally to the hi levels

of radioactivity found in the stratum corneum and skin compared to the other c@ This is most pro

linked to the relatively low swabbing efficiency observed by the study directorin the repo@for t@cell

In general, finding the "Outhers in a data set can be done calculatmg the deviation fgr ea&]&%ﬁmb

expressed as either a "Z-score" or "modified Z-score" ang€sting it aga certain pr hres @
Z-score typically refers to number of standard dev1at10n relative to t@atlstlcal av@age 1ed &
Z-score applies the median computation techmqu@ 0 measureq, deVMthI@KMath@latl@
Modified Z-score can be written as: &
q’:" @ Q Q o
Mi=0.6745 * (X edlan(X@MAa @ 6\ =
where MAD stands for Median Absolute De&a‘uon@\n bepin a ddtx set @?h tl@ abso%te value
of a modified Z-score exceeding 3.5 is con%’dered(g’n "Owier". Q % & @7
> @
\ o 6 S & & ©§
Table 7.3-55: Modifed Z-s¢ Q % t fpl@he ?ﬁaﬁum @rn @ (S$ an@otentlal
absorptlo sults for TF§’ fo owmg pllc&n of pI4C]=Jriflokystrobin in
the FLU @ TFS S€©500 ion he 1@ e of, %@ 0 hunian skin
sampleg Al eells). <
R & o &
o S S’ @} @ @ & f@
Cell N° N8C3+ § 2 Pmean-value %, X | mod Z score
HO7 0.1 9 QormaL .. MY AN 014 D 0.4
HO8 L 20 & @ OURNER G YN 5.2
H09 & 047 O L[ NORMALYY @ -0.14 0.4
HI0 N ©0.06,~ NORMAL D o> 02 0.8
Hil [ &2 & 0 & HNORMAL ™ 033 -1.0
HR2 S © O  « ['NorMAL © .17 0.5
B ‘@ & : >
R SKIN%, ,,@}%5 © g me@n-@ﬂue mod Z score
~G07 0. Q NORMAL . > &> 0.035 0.6
“HO08 o O AL? QPOULLIER -1.335 225
H09 N W Y NGRMALLN 0.045 0.8
HIO [ Y 0.09 &0 NORMALY -0.025 0.4
HIl1 SRS ' {NORMAL 0.025 04
H2 D 97 o4 ~  ONQRMAL Y -0.055 0.9
M) ) @@
@ % E‘gsz‘glt\lé irec t)@ @@ Y mean-value mod Z score
“HO7 & 032 < "NORMAL 0.315 0.8
%, HO8 I3 O 0 IER -2.895 1.5
H09 @0.78 ¢4 NORMAL -0.145 0.4
HI0 | @, 0.43, @ WORMAL 0.205 0.5
HI1 & S0y SNORMAL 0.145 -0.4
HI N &N5 @ | NORMAL -0.415 1.1
Ol O
o @& O o
&g e S
-
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Table 7.3-56: Distribution of radioactivity at 24 hours after dose application of [14C]-
trifloxystrobin in the FLU+TFS SC 500 formulation at the rate of 0.20 S
to human skin samples (Reported cells). . IS
Results expressed in terms of percentage of applied radioactivitys, Q\ ©
Distribution of radioactivity (% dose applied) L (m@\f—lun@\@
Sex Female Female Female Female Fenfdle @ H%

5 522-01- 524-01- 527-01- 524-01-0813 6-01-0912 N= 2
Donory 0813 1 0813 IV 0913111 L VI % -1 - Oxxi2 «J°
Cell N° H07 H09 HOI0 &Y HIl o) HI2 b MBAN
Skin wash 8h 86.61 101.43 97.02 948y 100@) | 98.00 [¥§,97 ©&
Skin wash 24h 3.29 1.35 %45 20 @m Q 1.42:31. ”%
Surrounding swabs 24 o
b 0.005 0.029 A@%n.d R n%@: Q&o.(n?(% @(}f@ {)Qz
Total swabs 89.91 102.81 | Y9747 > 9552 % 10043 | <9743 @1 3
SCl1 0.20 0.15 [ el | O Wl v AB0 [ 0.48%:0.69
SC2 0.09 0.08 [O @.Uz c o> ndsl0 @14 0.06 | 0.05
Total SC1 + SC2 0.28 0.23, @>°0.06 Q 1L1Y A 04X 654 | 066
Donor chamber n.d. g\\d RIS n A 2 {&L @) q.d. .00 &07

NON- ° S
Pty 90.19 Jas0a 273 . & I f:%?\ J@ss - 97.98 5.05
Skin 003 | O 0 - 00 T 00D, > 0&Y 696 004
Surrounding skin nd. | &>  0.07 ] S e O o8|, .01 | 0.01
Total skin 0.03 @04 |2 gﬁé OERUC RSN =5 0.07 | 0.05
SC3 0.05F - 9207 [~ @018 T _9.000 @3.088% 0.07 | 0.08
SC4 0.636 0258 ., 0.028 <~ 0.0007 0.071 0.08 | 0.10
SC5 9029 | A & | @ 0.019] @ | 7 0.668 0.04 | 0.03
SC6 o (7024 s [ & 0| a0 s | Aed6 0.03 | 0.02
SC7 0016 ,. ns.d 008 [©° o ns [ &N.036 0.02 | 0.01
SC8 N 0.2 | w7 ns. a&0.010 O n&% | S 0.031 0.02 [ 0.01
SC9 & 0.006 | S a2 | O 000871 5 A 0.024 0.01 | 0.01
SC10 ST @013 2w iis. W | e &ns. |@ 0.021 0.02 | 0.01
SC11 ) 0.006y . s odns. [V Y ns, 0.019 0.01 | 0.01
SC12 O Y 0090 | & BSY %, nsyy ns. 0.014 0.01 | 0.01
SC13 ~ ) RULS. ni |, 2 © 1. 0.017 0.02 | 0.00
SC14 2 syl 2 ps. [ 1. | @, Qph.S. 0.051 0.05 | 0.00
SCI5 A Cy NS &Y ns. Ons. 1O N, ns. 0.008 0.01 | 0.00
Total §€3+ “E3T) 0461 . Qo0 . Y nd 0.49 0.25 [ 0.22
TOTAL DOSE SITEN Q022 (A 630 | « > 069 = 0.05 0.64 0.32 | 0.24

i O
ﬁ}eﬁl’z‘l‘]’}r Buid @© {(%0,{)6%@ 0.154 5@ @0'%1 @ 0217 0.143 0.15 | 0.06

= N (9
TR o7 N 0285 N 0238 0391 0332 026012
%Ratio recéptor Y W =S 7
iy . 8{{5\\>Q a7 32 RS 55 43 58| 12
ResiduaMRec Fluid &~  nd® 093 «© nd. 0.04 0.05 0.02 | 0.02
Receptor chamber o d. | @ @l | N nd n.d. n.d. 0.00 | 0.00
TOTAL DIRECT o0.07. W27 |~ 0.24 0.43 0.38 0.28 | 0.14
POTENTIAL (o @
(dosé sitet recapmry | o /0(@» S 072 0.42 0.48 1.02 0.60 | 0.29
POTENTIA
(skin® recaptor) Q §10 . @1 0.32 0.48 0.52 0.35 | 0.17
EgEA @fw & ~ %@} 103.8 98.0 97.7 102.9 98.57 | 5.30
Evaluation g rdll@uEES%Guldance (2017)
AROpLionC>75% within haltdf study duration? No. (include SC values except SC1 & SC2)
Mgan Redovery <95%? No correction needed

otta L 3 * —

Total @i’otemially Absorbable adjusted according to EFSA (2017) {I;dge:i;f%dose Sila-+eeopiony< (DAL=

SD: standard deviation; N: number of skin cells used for calculation
n.d.: not detected (below the limit of detection); n.a. : not applicable
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In the above table, the presented means do not always calculate exactly from the presented individual data. This is
due to rounding-up differences resulting from the use of the spreadsheet program.

& D
. N
Table 7.3-57: Distribution of radioactivity at 24 hours after dose application of [1@]— v
trifloxystrobin in the FLU+TFS SC 500 formulation@t'the rate u&@.ﬂﬁ @
to human skin samples (All cells). g & N
Results expressed in terms of percentage of applied radigactivity. . S @§ %
Distribution ofradioactivim@ dose applied@& “NGro wma @ @
Sex Female Female Female Feméle Fem Female oY % =%\g ¢
. 520-01- | 522-01- | 476-01- §28-01- 5270 524-01 o
Donor N 08131V | 08131 | 0912111 @%13 i} oyﬁg@al 0813 é% QNG &
Cell N° HO13 HO14 H15 =) HI6 RI17 ¢f HEE [@MEAN P sSp
Skin wash 8h 74.64 83.87 9147 7852 80. 5690 | 77.6b XD .64
Skin wash 24h 4.44 9.76 6.13 1850 N7 O 2. .6 3.99
Surrounding swabs 24 h 0.00 0.00 A0 | @7 045 & 0.0 g 05 012 0.22
Total swabs 79.08 93.63 97.60 %, 9492 | ~O82.1 5962 | 83830  13.97
SCl 9.67 2.00 | 282 %26 499 | V116 s Qi
SC2 2.98 0.96 N[ 147D Qo6 Y 3.8 1.93 | & 0.95
Total SC1 + SC2 12.65 2960 383 |, 2 57 ©1.06 1427 | &5 4.68
Donor chamber 0.00 0 é 0.00 & @Qﬁ »’ 10§ @gq‘e.oo | Q 0.2% 0.46
TOTAL NON N
e i 91.73 @59 I 101@;;3 69‘;.33R ) 5@2 ®® 73.%@ 91387 9.70
Skin 535 |@ 1.2§j@ W0 | 2.1 3470 W3 | o 431 4.32
Surrounding skin 0.07 005 | & 007 [7  ON3| @ 0.1 0.07 |© 0.08 0.03
Total skin 5.42 .30 | O 0.6% Q289 | 387 | . 91250 4.39 4.32
SC3 93| Onig Yy g 1.45 R4 ke 281 1.67 0.81
SC4 .85 [\ 0.52 62 |y 088 .79, 98 1.35 0.89
SC5 v, 14307 09 Q0550 084 | .S 135 o As. 0.78 0.55
SC6 & s @21 [ @ 02 Sons. | YT @R | & ns. 0.32 0.58
SC7 £ Qs | OP6IN 033 | &7 ns@ 180 |5 ns. 0.47 0.71
SC8 N3 s b 0.16 N9.28 | 82| @ 1.159 n.s. 0.27 0.45
SC9 A | & ns. G0 | @ 0.20 ns. | & 0.60 n.s. 0.15 0.23
SC10 (& 28 wis %N 02] Adns N i n.s. 0.52 1.09
SC11 Ve ns. & ns, I3 @y n.s. 0.00 n.S. 0.02 0.05
SC12 N fons. Y nd V14 Y "90.00 n.s. 0.02 0.06
SCI3 AN o2 nsd s, 0.11d s | © 0.00 n.s. 0.02 0.04
Total SC3+ : 6:62 352 | 3a9] . 314 L 1238 4.40 5.59 3.56
TOTAL DOSESITE Y~ 1204 | 482 A¥ | & 6.03 15.95 16.90 9.98 5.73
Receptor fluid ) A ) Q
© - 12h) f@og\ § ogg@? \Y%mssﬁax %gef) 0.093 0.711 0.32 0.25
Receptor fluid B 2 ;
021y Q b 0,685 Q&M@“ S (3;439 D82 0.093 1326 | 0.67 0.54
Tﬁ%?:ﬁfhw@ 2 4l<§ @ o sof> 26 100 54 57 25
Residual Rec Fluid S 0% N0.00 | S 0,009 0.26 0.29 0.00 0.09 0.14
Receptor chamber Qo |- 90004~ @ 0.00 0.00 0.00 0.00 0.00
TOTAL DIRECT ‘@08 | 044 [0 L 991 1.45 0.38 1.33 0.77 0.55
7
::g:ﬁigﬁw n&f NS 12@ %@6 Q507 7.48 16.33 1823 | 1075 5.69
L)
fs %Eﬂl?;%}Q & m@&,@so SRR 434 3.95 1383 | 516 451
TOTAL RECOVERY m%c 101.9 106.5 104.8 106.6 92.1 | 102.62 5.44
Evaluafion accofiling t@EPSA Guidance (2017)
Abspspfion >%§% withfhalf Qi&,mdy duration? No. (include SC values except SC1 & SC2)
Reé%!ery <5%? No correction needed
Total "/q(]‘@enﬁal]y Absorbable adjusted according to EFSA (2017) Mean (%dose site +%receptor) + (SD*1) = 16%

SD: standard deviation; N: number of skin cells used for calculation
n.d.: not detected (below the limit of detection); n.a. : not applicable
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In the above table, the presented means do not always calculate exactly from the presented individual data. This is due
to rounding-up differences resulting from the use of the spreadsheet program.

& &
Whilst the study director eliminated cell H18 due to the relatively low swabbing.efficiency ther : &
statistically significant difference in the final potentially absorbed values, so f the cells Kave b
retained in this summary. g °

@ ¢
R O &
Conclusion: ©) {N \ S é%
NI

1Y)
The dermal penetration through human dermatomed sky of [MC]-trifloxystrobin 11@%)16 t@xy%@ 1
SC 500 formulation was investigated at three nomm@oncentra‘uo&s correspond@ to tl@neat@odu “\

@

'.3

(250 g /L) and to two representative spray dilutio Am 0.20 and 0.083 gdy’ S & © &
%y R .© & @
& > ) <
Concentrate « & @6@’ N %@J D o\% N
The mean percentage of trifloxystrobin in thd¥FL +EFS @”500 @mu n th§was on51d%ed to be
potentially absorbable for the neat formul:%lon afiplying@he EEQA gui anc@2017)@) th@judy@ﬁta
was 0.14%. ST D
ERRE R ) 7
Intermediate Dose level Q K é% @ @ é\?
The mean percentage of triﬂoxys@nn in @i’e FLU+TFS SC 509 fo atlo V\§ cor ered to be
potentially absorbable for the nea on@la‘u%{?p o th Sz&%ld@ (2@) to the study data
was 0.95%. - 2 N
Low Dose level (Spray dllut%n) é& §) @§ Q S @ @9

f@
The mean percentage of” ‘hslﬂo strobin%h thg@ SS 0 fo%*hulag’ﬁo th y\’as considered to be
potentially absorbable@or t (§1 at_fémulafidn a ylng\ E%A gg{dance\ 17) to the study data

was 16%. @ @ O

S el
Therefore, the f ial absd%ptlonwalu @n b rop@%ed f%@ﬁse in the non-dietary risk
assessments fo ﬂoé‘crob n th&FLU@F S S&SOO ormu@

. 014% fort‘@neaﬁt‘orm@jtlon 230 /Q@ S © %@
@5% for the @érm@a d@ (0.20 g/L§ @ @\@’
. 16% for ﬂ@gw d@e (0. &g g/L®© o @x S
@ % & o
cP74 & z&yall@@l% t%ﬁcolo %®al &ta tin
CONFH@TIAL 1nf06%nat10n§%at@\fow c@se a{gﬁely Document JCP).
N

g to co-formulants

Q%\ Q@
R R O@@\
%@§@\@Q&§
G @ © 9
gE v,
O N 9
> O o
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