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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION
PRODUCT S

Fluopicolide was included in Annex I to Council Directive 91/414/EEC in 2010 (Commission D ective§
2010/15/EU, Entry into Force on June 1, 2010). The expiration of approval of flyopicolide iﬁay ,
2023 (Commission Implementing Regulation (EU) 2017/1527). The Supple@ntary Dossitr cont@ins
only data which were not submitted at the time of the Annex I inclusion of fluopicolide uider nci@
Directive 91/414/EEC and which were therefore not evaluated during the fust EU reviev&@ll dat@whiely
were already submitted by Bayer AG (former Bayer Science) fgivthe Annex Rincl %n u@
Council Directive 91/414/EEC are contained in the Draft Assessmen§Report (DA and@Ad da, &
and are included in the Baseline Dossier provided by@ayer AG. @ é\a Q C&

The formulation Fluopicolide + Fluoxastrobin FS (200+150 g% all o ev1a§1 + FXA@F S \ O
is a flowable concentrate for seed treatment foriulation (F S) ntar uo 1(5@11d \c\\
formulation is registered in Europe under the&i¢rade @ne Se&nc + FEXA FS &50 W%anot a
representative formulation of Bayer AG £6P the% )@ﬁ 1nc1®qon @ﬂuop@’ohdg under%Councﬂ
Directive 91/414/EEC. SR N S S @

5 <
Fluopicolide (AE C6382006) is a fungl@al a&\/e s@anc@g@:ve@ed b%Baye&’t is the on@§ctlve
substance in Europe representing a @szgche ry @rldl methg}—’ben@nde with a~unique

mode of action via delocalization o{@spe n-like protém n tzlx @e‘[es@ﬁngl S %@)

Fluopicolide is active against Q@V%C g&gf@e 0 ome low\gose es &‘ﬁst a %de range of
Oomycete (Phycomycetes) ﬂ@easeS\mc ing do@f’ny fhi de“@QPs%dopero%”osp(é& Peronospora,
Bremia), late blight (Phytophthofga). It §}1lso gfectn@ﬂagam%t d@ny mildews @nd some Pythium
species causing darnplng\o at emergeniee ti & O @ @X&

@
Fluopicolide is redist h )@em afd ef@we dgsease@ntro@an be%%leved from foliar and
seed applications. oplcohde %h mixiure iy nva r@ge of @liar Formulations in potatoes,

horticultural cro dnéﬁstrl& opsii&uch agoﬂsef@ @ & @@

F luoplcohde &9 a 1@ tra@ recoé%f kf@’useug a la§e nu@r of %Ygeted crops within industrial

Crops.
o S ualie

Fluopicoli e can be fi la@ﬁ @ her actlv©ngr Shts 4q different types of formulations to

optimise.and complet@lts ac@lty 20 @

The developme§ resﬁ%a f myce@ ag@t 1%1ng, well-established fungicide groups
or E

represent a threa pea m y irfereasipg the plexity of their plant protection programs
leading to seveze eco® acts th @hopu@ ide, f@’mers in EU-27 have access to a modern tool
for their intéfPated &b ecti \pro trlb uting to effective and sustainable management of
res1stance<&§velopment a 1né\b h lé@el of @otectlon against Oomycete diseases.

By redusing the Oo@%ete &n es, ap& atlo@\of Fluopicolide + Fluoxastrobin FS 350 on target

cropscgontribute tethe agkigvem gt emergence ensuring yield and quality, thus securing
sufficient supply of hig ah@oﬂsee fo n§:opean consumer destinations and markets abroad, for

h
the processmg& @dustry % g @ Q
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CP7.1

Acute toxicity

Fluopicolide + Fluoxastrobin FS 350 (200+150 g/L) is not acutely toxic via the oral route (LDso >2000),

the dermal route (LDso>2000) or the inhalation route (LCso >3.72 mg/L). FLC+FXA FS 350 j
irritating to the eyes or skin, and a mouse LLNA revealed that there was no skin sensitising pentia]¢@§
Overall, no classification for acute toxicity is required for FLC+FXA FS 350. @@ D

v

@

< O

<

Table 7.1- 1: Acute toxicity studies with FLC + FXA FS 350 Q @
e -
. v, 2N
Study Type Species Study Results Classification |Re érence s
v® by [@culation @\j}; @ @Q
Acute oral toxicity Rat LDso >2000 m%lgg bw classified m
K\ . &Czoli; -53437-01@)
o N & @Q 1o ¢ @
Acute dermal toxicity Rat LDso >2000 m, bw ot clagsitied Pgo S:
5 @% é%gf&? 5’ @%’ FM=531440-0] -1
Acute inhalation toxicity |Rat 4-hQ%C500>3%@”2 %@MAC@ No c\gssif@d ﬁM
S s O OO Tl §
@ g )
Skin irritation Rabbit q on—fsg}ant Ko N M%fotc ifie .;@15;
&éé%@%% RN R@@S§y 685E91-1
In vitro eye irritation, Chicken@ye Nn-irrigant @ ®© Q@j\)cl%@%ed P 2015;
ICET NS I SM=521709-01-1
Eye irritation RAbbit ¢ |Nomgritant o, 4| Nat classified P 2015:
o O | G @ M523295-01:1
Skin sensitisation, LLNA | Mo Non-gensitisid Q Not classifie 2015;
N ¢§b (&@ o @ SO A g\(@ M-526851-01-1
§y é \® § N O v & @
O N\ & N &\ S @
S S &Ly &S
@ N O AN © ® @
A S %
N & @ ¥ o & T
A 2.9 & O O
FIEFITs s
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CpP7.1.1 Oral toxicity
Data Point: KCP 7.1.1/01 Y &
Report Author: _ o @§
Report Year: 2015 S oD
Report Title: Fluopicolide + fluoxastrobin FS 350 (200+150 g/L) - AC%@ oral toxicitkstudy @%ﬁ
the rat (Up and down procedure) & ‘N
Report No: 15/049-001P < Q ey 2
Document No: M-531437-01-1 ) & SN
Guideline(s) followed in | OECD 425 (2008); CommissionRegulation (EC¥No. 440/2008¢1.1 @s (206§ &@
study: US-EPA 712-C-02-190, OPPTS 870.1100 (2 9 3§ & o
T 2 QO
Deviations fr(frn current | none %@ Q& ] &© X @Q @
test guideline: O & A & &
Previous evaluation: No, not previously subn@%d@v @ Q\@ o 6 o %@ @@
GLP/Officially Yes, conducted und@LP/@‘lma@&recog&wed g fa,@ﬁtles %
recognised testing % @ @j %
facilities: N . S @
Acceptability/Reliability: | Yes @% 5 @ &V NS D §
N L) N %, NS AN A3
SRR @§@§§ 5
Executive Summary Q 5 © D S & @@ @ \%
In an acute oral toxicity test, ow %the up@ and @gwn Qgce , 5 fas@ad f@lale istar rats, were

given a single oral dose (gav‘f&ge) FLC A @S 350 specﬁ«?@atlo @200@928578 ontaining 198.7

g/L fluopicolide and 148.4¢g/L Fluoxasfrobin) sdixed with a dlStﬂle%@Vat@ehl %t the limit dose of

2000 mg/kg bw, and were obgved for’14 days. "@e Qré no nvortakit] creased activity and

vocalisation was oﬁd 1@@5 anif Is, htiriche ack& itio &?ted inatPanimals, piloerection
1. All ani

was noted in 1/5 anj Al rgs recq¥ered in @prommately houts post treatment.
There were no tre@me t@%ate@e ctSen bG&y wea&ﬁ angﬁ?o gr@\j pa Lot ogical findings at necropsy.

In this well-c uct@tud@ LC é’XzAg@’ 35@\@5 faynd to§ of @2 low order of acute oral toxicity
in female rats @
>

In fema@rats Oral L@a > 2@0 m@g bw @ @ ©\

The study follows ~%grent OECD test gu@me%&nd \KS con@cted to GLP.
&
@@Q AN @ %\ @’ S
D K virmeSoa i

N
Q@ ©© @@ N 1\@ la\l®and© thods
A. Materials S ©\ Q 6@@ @
N %’ w
1. Test@%erial \@9 Q @ @\
Testwgubstance: § Fl cohc@JrF ' a$in FS 350 (200+150 g/L)
Purity: Flappicaljde (A 6) — 17.0 % wiw (198.7 g/L)
@"*  Fluoxas$trobi C 25 E-iso) — 13.1 % w/w (148.4 g/L)
Batch no.: @ \%@Ol 4394, spe@ﬁcatlon 102000028578
& N Q S Q
N
< S QS
$ & e s
¢ £
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2. Vehicle and/or positive control

Vehicle: Distilled water .
& O
N @@
3. Test animals S @Q S
Species: Rats, female @JQ S RS
Strain: CRL:(WI) % o @Q\ &
Age: 8-10 weeks © g%ﬁ N é\a
Weight at dosing: 192 -204 ¢ N @ A @ @
Source: I
Acclimatisation period: At least 5 days @ XS @q}
Diet: Ssniff®* SM R/M " clavable complet @et fi mice — &
breeding and maintehance' piﬁed b%\égsm%fpezgg 1ate;1£@ @@
Water: Water quality i&fﬂysis tfor S RS
Housing: Type II polypropylene/polyearbonaty @’ .
Temperature: 19.1-2349 | %ﬂ \@ R @ Q> > @ @§
Humidity: 41-64% 5 <O d OO w $
Air changes: 15-20 § ﬁge;/@ o@r & @§ C}\ @Q é\’ Q
Photoperiod: 12 hows*daifs, fro 00 to .
B i

N
Q @ S o &
. o <2 @@? & O S}
B. Study design N < O«
1. In life dates: 03 to 31 %gro\’ch ZgLS §9 @ @ S @ . @ 2

o IS
S g & ¥ O o

2. Animal assignment and @@@eat@nt
}gna es

No. of animals (ﬁp sé@) N S )
Dose(s) (RN & 2000 mg/kg
Exposure 59 @6 ) &On@é@?a gge S @
Post expos%re obse,@?atlo&perlo@) 1 days @© © %,
% @ ©
& &Sy
FLC +&(A FS 35 as t %e%fo&gcute@l tomlty Q d0s1®5 female rats with a single oral dose of
2000 mg/kg mixe c,\ 1§t1 T, s’tmred a m@gnetig stirrer up to the finishing of the treatment.

® & <

The dose Volumg@vas e aﬁﬁmals ere fasicd overnight prior to treatment. Water was
still available @1 11b1@@1 ov ght a@d foc@was feturned® hours after treatment.

O @% @ %@
C. Met@s \@9 Q - &@ ©\
1. O\Bservatlons v\g % (g Q@ @

~
Clinical examingtion of @ge b& viougand C%Deral condition all rats were monitored regularly in the 6

hours after treatment and g\ ché€ked dadly during the 14-day observation period after dosing. All
animals weggweighed be treatment &d on days 7 and 14.
v é ¥ %e igncon day
@ S
& @ o
2. Ne&opsy@ @ N

M %sc@ examma‘u@ were carried out on all animals at sacrifice. After examination of the external
t

appear@? he cranial, thoracic and the abdominal cavities were opened, and the organs and the tissues
were observed.
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II. Results and Discussion
A. Results

1. Dose-response table (LDsp) ’ @@
The results of the study for acute oral toxicity in the fasted rat, are summarized %Table 7.1.1- @elo@
@

Table 7.1.1- 1: FLC + FXA FS 350 - Acute oral toxicity study in rats — mortalityﬁd clinical sié%s . N

& N
Sex Dose (mg/kg bw) Number Duration of IﬁEﬁO (mg/kgob@ 14 @575) D
animals* gignals &% NN & @
Females 2000 0/5/5 24 h @ @
® 00089
ﬁ R PP & s
* Number of animals which died/number of animals witl@glinical signs/flymber of anim@js used. X O o
\w) > N>
T @ QS &
2. Clinical si @ > N NSRS
. Clinical signs o 6 N N

R S
There were no mortalities. Decreased activit{dwa @serv@tﬁin 4@ani , VO@%S& ion Wa%oted in
4/5 animals, hunched back position was nefed in % anirféals, pi‘@erection W@noted@ 1/5 1ma@lxll

animals recovered within approximately, 24 }Fpos %atm@t. % QO w
z@x 9\& @{\ & <A §

S D & 8
NN QD o
SIESIRSIRSIY I S
3. Body weights & s S S
. . S e O Q& O N
Body weight and body weight gain of the su@avm(gmma rmaldas e@cte%n this age and
strain of rats. § S S S &@ & Q

&)
9 O
4. Necropsy findings '~ §
No macroscopic findings WCP@% N
IS o & =
@ S &Y O e
S iR @
@@ \© N Y IiI\C(m& 101@ @& S
Under these tgsPcongditions ghe ora&Ds@FL(}é FX2A5FS 35%%n femile rats was >2000 mg/kg/bw.
FLC + FXA FS 35005 cori&ude%o be of @ 10v§%2der @acute@ral ‘g&@city.
370 oy

72
Oy f/?/
a é/

9k .

.9 @
A g}\g %&&9 J@ &
Asse$smient and coffélusio’by gﬁicaﬁ? O RN \U

O QW A\
This study was ducg%to an@ollow&urre& OE%D test guidelines.
B
The oral LD@(%2 F F FS@) g/Iswas e g@@er than 2000 mg/kg bw in female Wistar
rats. Thus,w clasg 1catié9/ls r{qulred%: ording to %egulation (EC) No. 1272/2008.

Using the\calculation me oi@o gives ng @@ssitiion for acute oral toxicity.
ARSI
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CP7.1.2 Dermal toxicity
Data Point: KCP 7.1.2/01 Y &
Report Author: _ X @§
Report Year: 2015 S o
Report Title: Fluopicolide + fluoxastrobin FS 350 (200+150 g/L) - A%fﬁ dermal toxieity stu@%@
in rats a N
Report No: 15/049-002P §\ @ @\)\, 2
Document No: M-531440-01-1 (@) O
Guideline(s) followed in | OECD 402 (1987); US-EPA 71 -98 192, O 870 1200 @@38), @ &@
study: Commission Regulation (EC) CQ440/2008 (2008@ (z\\” Q
Deviations from current | none @ % @© %
test guideline: m% Q ©° [m& & &
Previous evaluation: No, not previously submiiied N 9 Y
PIEVIOW e N W @ A
GLP/Officially Yes, conducted und@LP/@‘lma@&recogﬁwed g fa@ﬁtles %
recognised testing % @, @7 & ¢
facilities: N . S @
Acceptability/Reliability: | Yes @% 5 @ &V N D §

AN
& & & O >
< ‘%’x N \@©§ §§ <2

Executive Summary: Q N @@Q N
In an acute dermal toxicity te&ro Y%ﬁof W@ar rdty 5/s @VCI‘ @? en a s1ng1 rm ose of FLC +
FXA FS 350 (specificatiés, 1%00002 8 gontairny 198, opjcolide “and 148.4 g/L

fluoxastrobin) 2000 mg/k%)w ap @d uted to shaven unb@ 1n i @ area of 5 x 5 cm.
The skin was covered in“a sen%occlus ingoThe t& 6\ Citem Was y washing 24 hours
after dose administratj amj@@e ar&@als w@ obgerved- @ 14

There were no morgaities <110 clu@l sr@s of to%émt@% local, derma@mg@ no effects on body weight
and no findings g@aeero@y \ \ @ @ @
In conclusio C @A ES 350& f&@d to%@e of @low Q§r of acute dermal toxicity following

exposure inrats. @7 %
@’

In rats @rmal LDs @ﬂoo@/kg@ in b(%l se@es @ S

The study was cond tedt P and fol s thé%gu t OEC&%es‘[ guidelines (the use of more animals
than currently recﬁfnend 0 dtas@ ran@? studyias 0 impact on the validity of the test).

>
@@Q@©Q©©@ﬁ

© ©© O @ater@s an@\/lethods
A. Mate %s @9 QQ @lj? @ o\%
1. Test material A\ N & 9

SN o
Te?ﬁsubstance ﬂ@plco@e + ﬂxast@ in FS 350 (200+150 g/L)
Purity: @ N
Eluo 11de@E CE8206) — 17.0 % wiw (198.7 g/L)
@ N strobih (HEG 5725 E-iso) — 13.1 % wiw (148.4 g/L)
Batch n%;} é\ﬁ 2@1—0@96 siﬁcation 102000028578
& ©
SIS
S &Y
& &
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2. Vehicle and/or positive control
Vehicle: None .
&
g
3. Test animals S O
N &@ O
Species: Rat O\Q
Strain: CRL:(WI) % § &
Age: Young adult < R N Q\@ é\g
Weight at start: 211 -240 ¢ o s &S @ L@
Source: @ S é\a &
& o R O &
Acclimation period: 5 days S N 23 @ & N
Identification: Cage cards and individual@g%rkings Q} o\@ N\ %@ @@
Diet: Ssniff® SM R/M "Autoe{avabl@ybm&?e dietfor rat@@’nd e —breedingand
maintenance" produce@®by ngf Spg iald@n b@ ('S % .
Water: Available ad libitu O R Q> © @j @§
Housing: Type 11 polyprop@%ne/p&@carbg}ate o &% O o §
Temperature: 20.1 -24.4°C @ é\ w\g@ \& %© w> N é\ﬁ ®)
Humidity: 28 — 58 % @Q ‘RS § > § S @ %
Air changes: 15-20 air e@hanges%our > ®\ ©@ @ SO
Photoperiod: 12-hours 9 9 @6 O & ©© @Q S
@ N @ > 9 Q D«
v O A o SN L9
B. Study design NS @Q §@ N § & %@
; : N @ - L° LS
1. In-life dates: 31 Mta}\\rgch to pr%2015 ® Q" & . @)

¥ .
N S IS Q AN
i ignivent 400 tré § C ©§9 S N @&
2. Animal asmg@ ent\ tr&&tmenf% N 5 §2 RS

No. of anim@gro@ize@ 6%5/5@ %&& I ©§ @%
kgbw N
@ W

Dose(s) N & 2Q00'm,

Exposur&@ %, %, @nour derma

Post e ure obserV@%bn p@d 4 d&gs @Q § . &

R RS

FLC + FXA FS 30 W@Ste T ac@ derihal toxigity b@sing 5 male and 5 female Wistar rats with
a single derma} doseQ»t 2 mg/kg unc@teg st substance. The back of the animals was shorn
(approximat%g@f 10% Areadthe tatdl bo surf@}) approximately 24 hours prior to the treatment. Only
animals without injury or 1rrita§1 on-the s],;i@;ver% ed in the test. The test substance was applied to
an area pproximaotg@ 5x 8¥m byl@se o@gaupad which remained in contact with the skin during
the 24-hour exposur&period by a patch a@ched\ ith adhesive hypoallergenic plaster. During this time,
the mﬁire trunk of eéch al was wrafiped i§emi occlusive plastic wrap. At the end of the exposure

period the test i@m was Wash&(@off with water.



Page 12 of 70

2020-08-06

Document MCP — Section 7: Toxicological studies
Fluopicolide + Fluoxastrobin FS 350

B

A
{BAYER

E

R

C. Methods

1. Observations

Clinical examinations were performed on the day of treatment, at 1 and 5 hours after the apph§ ones &
of the test item, and once each day for 14 days thereafter. Observations i incl uded the skin and fur@’
eyes and mucous membranes, and also respiratory, circulatory, autono and centr: @herv@
system, and somatomotor activity and behaviour patterns. Particular atte@fon was di % Q
observation of tremors, convulsions, salivation, diarrhoea, lethargy, sleep, and coma. dve§ skir
reactions at the site of application were recorded follgaying the re@%&ral of the@essmg B(%®

weight was recorded on day 0, day 7 and day 14. & Q @ § < &@
Q SEIS)
%@} Q& o &é\ﬂ Q @© @%}
2. Necropsy Q'?Q} @) & @&

Animals were sacrificed at the end of the study and @bj&@ a m@g: 0S @c @nnag% 1nei§hng

cranial, thoracic, and abdominal cavities wéde opefied a@lvthe carg m e of. tlséues 31% organs
N
were observed. Any gross macroscopic f%dmg@vere\ fécordéd @’ @
S SO .
@ N 0N OO S & S
(LR Sules agd Diseission &7 & @
. (%g lts\ Dgi@ss&% § S @ %
R
A. Results Q @ @ @§ ) ©@@ ©@© S
Table 7.1.2- 1: FLC+FXS 35‘&- ac% dermzi@fomcity stu(@Ql ra@% mor@nty@ clinical signs
Dose Tox1c0@§1cal %lts ’@QD ion of«Zs} igns Tifde of @th 2LD50 (mg/kg bw)
(mg/kg bw) KN 9 @% S %, QO (14 days)
5\\9 @@‘) N%@) ) M@@rats\v é& N ;\&@
2000 L 00558y ¢ QN%Q o \JN//%% > 2000
N \e 3 7
2000 O [ & bos © ONAD  § eNA > 2000
* Number Panimals Whi& died@%bejr@\wnim@ with g@nig{a@igns/t@mber of animals used.
A .8 V& & O
S >y O S
2. Clinical signs § & < @ @;\’ & >
There were no déth sys§ic g@alcal\s%gns @g@ted gany animals throughout the study.
) ©)
@ RS RN
¥ o 8 L&
3. Body @ghts % ) @’jf’ @ %,
N ] SRS

Q S
The\&were effectsson bo@e&%@n a By mg@i
& S
.

a;gy treatfient-related changes.

4. Necropsy

dmg%
Gross nec& Sy (@notr
S
S 2
¢ £

&

@

By
v

S
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II1. Conclusions

Under these test conditions the dermal LDso of FLC + FXA FS 350 in male and female rats was >2090
mg/kg/bw. FLC + FXA FS 350 is concluded to be of a low order of acute dermal toxicity. @ S
g§

v

S TS
Assessment and conclusion by applicant: ¢§ S

This study was conducted to GLP and follows OECD test guidelines (an;%‘mnor dev1a§1s h \ N 2)
impact on the validity of the test). The dermal LDs of FIz¢; + FXA FS % g/L was to he greafs th
2000 mg/kg bw in male and female rats. Thus, no clasSification is rlred accord to@gulat@l @
(EC) No. 1272/2008.

Using the calculation method also gives no class1@@t1on for acuf® der;;lal toxm;l@y 2 @ @
7 RO
g NI 2

N

@
NN \ <&
N 2 %Q & %@’ @6 SR
CP7.13 Inhalation toxicity © v @@ Q@ ©@’ (o é S\ %
IR N S N & §§@
Data Point: KCP 7.1.30lg> - PRSI NEES
Report Author: - Q KN A K& & ¢y &K o> ™~
Report Year: 2015 o2 gy ¢ % EENAES Q 9
Report Title: Acute 1@13‘(1 toxiciy studpnose-gul )m@é rat yi ﬂu@%olid&t\}f—”
ﬂuOX@troan% 35 0+1{§0§1;/Lm§y @ﬁﬁl S
Report No: 15/639-004R, A RN R
Document No: M-337527-01- 1S N Qp S "\d ©
Guideline(s) followed in _ [9QECD 493 (2 USEPA OPPTS 870.1300%199&EC 44072008, Annex Part
study: B, ng\(zoos)@g@) o S < ‘zi@ RN
Deviations from curre SN % °\\V‘»
test guideline: @%ﬂ %§ @Kﬁ @ § ~ © S K
Previous evaluationg WNo, no@ev’ usly submitted@ g
1E}EICJ(}:/O'fﬁziall§<l® @© Y@ con@ed K@r G@Iz@()fﬁ@lly re@msed testing facilities
gnised testihg @ [, L y\?
facilities; © % < b\ v @ @r
Accept,;@ty/Rehabh@ Yeﬁ@ & SR
> Y o

< N N
N éﬁ O & &K
Executive Sumr@;ﬁy % @ @7%\ . %@J © ©©

D
In an acute inl{#latio @)xwl@ stud{, roupSof Wistar rat@S/sex) were exposed by the inhalation route

to FLC + FXA FS 330 ( 1ﬁ tion 1 000@}578 @ntammg 198.7 g/L fluopicolide and 148.4 g/L
fluoxastrghin) in air fo 4 hou@ n@@ “at th ax1mum attainable concentration of 3.72 mg/L.
O%

The testfem was a 1stef@ as a r formulation and was administered as an aerosol
achieying a MMAQ%f 3. 8% pm D &Q .98. Animals were observed for 14 days following
exposure.

One male died @h'da d20 st Al@her animals survived to study termination. Clinical signs
during expc@e Wl lab bféathin@in all animals, which had resolved by the end of day 1. Wet
fur, ruffle red-lgpwn staining@esolved by day 3 and considered to be related to the restraint
and ex re c@admm@ but@pt toxicologically relevant. Body weight loss was seen in both sexes
durinﬁiﬁ ee %f the%dy, but all animals gained weight by the end of the study (including the

that@ied opp . No gross findings were reported at necropsy with the exception of the
arfithal h dled Wh1 had an enlarged uneven spleen, discolouration of the lungs, and red liquid
materi@l the perianal fur. The cause of death could not be determined.
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In conclusion FLC + FXA FS 350 was found to be of a low order of acute inhalation toxicity following
4 hours exposure in rats.

Inhalation LCsy > 3.72 mg/L @o @@
The study was conducted to GLP and follows OECD test guidelines. S Q\ g
@
F @
I. Materials and Methods % b § @Q\ %@@
1. Test material @) &% v\g\ RS
Y @ Q) ©\ @ @
Test substance: fluopicolide + fluoxastrobin FS 35 (200+15(@L) @ S é\a &
Purity: Fluopicolide (AE C6382006) 7@ 0% wiw & é\g QR © @Q}
(198.7 g/L) & & S SN
Fluoxastrobin (HEC 572@@ s0)— 13.1 w/v@m FYUORN 2 @@
Batch no.: 2014-014396, spec1ﬁcﬂ§on 10@;@0002 g& @% @6 N o
kY @ (O © $ % &’
. v \@ R Q S @j @
2. Vehicle and/or positive control g\ﬁ \\ N & &% Q" « §
Vehicle: Distilled WaterQ ) @ 7 Q) @
& @’ NN § & § 2
) R 2 S &) § o © @) S
3. Test animals @ %N ® @j@ @ @ < ©© N
Species: Rat ‘2§ . > § g S &@ \@ & ©
Strain: CRE;(WH & @ v S @ %@
Age: 1 Isweek: 9 o SN
Weight at start: «§ighti %ud 43 Sg@lalesOg e@lale @

Source: WMain & d}&@ 7 4@7 g (@es) gad 254- @1 g@emalés)
@é@z

Acclimation per 9days foldi study, 33days for hainstudy @
Diet: ﬁ?ﬂ‘) &M M "Autg lava@i:@;om% fo@s and mice — breeding and
aln@anc g@’d b smff@pem ten
Water: & Wates qu y an ys1s Very@ montits
Housing> @ ng@e ene/! lycarbona%@ (o
Temp ‘* 9 - ©\
Humldlty 44 &7 A) %y
Air changes: At le ir efeehang@@“hour@
Photoperiod: @@ @h ally@om 6300 a. @ to 6@@p m.
o QO ¢ .9
¢ Y > @
B. Study desi SIS @ & @
. @sngn S w
@ o
1. In-life-dates: 1. ife dat%: ()ito 29 duly 2@@
o ¥ & Q
2. Animal assn@ment and treat ‘5((':7" Q&
No. of ann@s (@1 si e 5/¢ex
Dose(s) & @© §9 198.7 g/L fluopicolide and 148.4 g/L fluoxastrobin
Expos: 4 hours, nose-only
Post é%posu@)bs@tlom@nod 14 days
S
g @@ <

The aals were exposed to an atmosphere of the test item for a single, continuous four-hour
period, generated according to the system and flow rates determined during the technical trials. One
male and female were used for a preliminary sighting study, followed by 5 males/females used in
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the main test. The test item was prepared by homogenization in distilled water and used as a 60% w/w
water formulation. The non-volatile component of the test material was determined and found to be

45.80%. Preliminary trials with the test substance were used to achieve the required aeggpsol
concentration of particles with a mass median aerodynamic diameter (MMAD) of 1 to 4 um, with a&s
geometric standard deviation (GSD) in the range of 1.5 to 3. Particle size was measured th@’
animals’ breathing zone using a cascade impactor (determined 3 times during t]é

Xposure p Qd) 'g@y
animals were exposed to the test substance under positive pressure an@held in p ycar
restraint tubes which allowed only the animals nostrils to enter the exlgﬁh re port. T
acrosolized using a stainless-steel concentric jet nebuliger (TSE Systeths GmbH%“Bad H@mbu@”
Germany), with the flow controlled by a syringe punyp. Airflow d pressur: em@ ns
monitored and controlled by a computer system to ensure uniform@istribution. ﬁm er%(@
was sampled at regular intervals (every 10 to 20 @ﬁutes) durlg&the e)gpos% ergd (s d

@

the test atmosphere concentration. Q'S@ N
I ISR
N 9 NS Ny
Q) @ RS @% @ @: %
C. Methods A S & g @ @& @j @&o
1. Observations @g\? \\\ \\ S &%

° AN
Animals were checked hourly durin ﬁxpd&yre f§c@ﬁn’ : sign&%nd b1c§2 g th@l4 day
c i a

post-treatment period animals w ecked for morbadity t&@e ,a ily f@r clinical
signs. Body weights were recoriéd prior to fggatmeny and@ day© ,3 d
@ v v S @
& Ve T . o &
(IS K
2. Necropsy o é& S @ & Qo o
At the end of the study the a als wete s 1ce@§nd Biected Yo a gross @ology examination
Q" .90 K
of the abdominal and:thoracjg cavjties. .
Y]% e & % <
& @
SR \® " 9 o A

N Sits 258 Disciiopd &
@@ ©\ II R%jy ts a& le su§ B,
A. Test Atm he@?o @tratn@n f@ Q ® @

The achieyed test atmosphere (?1 %n the@able be@;w;@d @ the acceptability requirements of
the OE@test guldd@% & @ . %, HK

o\ %\
Table 7.1.3- 1: §LC +%’XA$50 wcute@’ialat& Stl%&y - exposure conditions
%)

Parameters @ Q @ @@7 ©\ § @aQ Sighting Main Study
Q U@ XQ)\ D @} @@ Study
Flowsate (L/min) % ) @%V" w at least'
Q @ D 0.5L/min
Actual concen@%n (me(L) + sindardaéviation 408+024 |3.72+0.24
Particle size (um) MAXD' ¢, \ N . Q 3.90 3.89
Geometri&%ndard@eviﬂ@)n ((‘f@‘; Q 2.05 1.98
Inhala‘t@’raeﬁmﬁ% @um) @@ 51.3 51.6
! Mass @mn ?é%dyn@lc dlﬁl@ter
@9 @ % "N
O
)

&

7o
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B. Mortality

One male in the main study died on day 12 (see table below). There were no other deaths.

@

Table 7.1.3- 2: FLC + FXA FS 350 - acute inhalation study in rats — mortality and clinical s1gﬁg
S
D
Sex Mean Achieved Toxicological Onset and Duration é} Time of d@ (d@
Concentration results * signs (day) @7
(mg/L) SIS
) Q &
Sighting study’s) N RS
@ @) &)
Male 4.08 0/1/1 . 0§ @ Q§ o
Female 4.08 011 @ &1 . S . ©© &@
M@l@udy @ Q Q % @
. G
Male 3.72 5 o & o U LY (n
) o b
Female 3.72 073/5 & 01 Y @ =
* Number of animals which died/number of anig‘;@ith"e&jnicagﬁns/nu@er of&a&ignals \L@@ l@

@)
T N 085 oS &SE& S
&é&éa@@% Q@@@

C. Clinical Observations Ry ~ @ S
In the sighting study laboured res@‘atmﬁ@ (sh%gj@ rata)yn 01s @esp @on ht) §ﬂd decreased
activity (slight) were recor nt ?é\ﬁmale duri ?an ter thi ex@sure S“while laboured

respiration (slight) was obsexyéd i

the female a&lmal g@l)ljrmg axp osuon.fﬂ:ro%Day 2 @ Day 8 fur loss
on the left cheek was reco@ed in

o ma@am . @ %@
In the main study laboured r rat@)n (sh to i era@%\wa%ecordé%b in nimals, while noisy
respiration (slight) w@”reco d imgwo males dugirig t&&expo@re 1ng he observation period, no

clinical signs were@ectﬁ{l exce§ oes ha%ng 1®0ure@esp1ra éyl ht) in Day 1.
Wet fur, ruffled curf@ elsewhere in study animals

or, Q@bro&n s‘%)mg (&%hron@facr}@rhe %

from Day 0 up$ Da Wh1 werggonsidéved t d to % restraint and exposure procedures or

discomfort of Is but b @@:u fidaht.
iscomfo % eal@mas%u noz%o e% col% a y@@gnll

. @’
D. Bod@ﬁ\eight N @7 Q° =N @Q *§ . ©\

In the sighting stu@)o bo%’y A4
loss (8.2%) Was@@cor in Ray 1

In the mamdy 1m <<'@od welgh&@ss €Q, @6 % was recorded during the first week of the
observatlo%perlod in bot@mal ale %d ajp#nimals had body weight gain by the end of the
observatjgn’period except th%é?nmau ead 6% Day 12, but the body weight of this animal also

exceedéd its initial l@y weig a&he tlmg 1t8®ath
. S RS

N > \ Q @

E. Necropsy
. %

No macro n@c ﬁﬁ&;ng rlbL$ @ e test item were seen in the animals that survived to
terminatio ts]gg: ani that died<ow day 12 a specific cause of death could not be determined.
Macrosc@&c @ ngs th @éad male were dark/red discolouration of the non-collapsed lungs,
enlarg@%nt e sl%een uneven surface and red liquid material at the perianal fur.

@
@@§ EY

t effects W%ﬁ seel& th%emale In the male moderate body weight
@ defyawel@t gaipwas observed from Day 7.
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II1. Conclusions

In this well conducted GLP study and guideline compliant study, acute inhalation LCsy of FLC + FXA
FS 350 g/L in the Wistar rats was greater than the maximum achievable concentration of 3.72 mg@%— S
hour nose only exposure). $

o,

N g
S)
&\6 2O
v oD
Assessment and conclusion by applicant: % § @ -
This study was conducted to GLP and follows current C@?D test guidiﬁnes. ~ \@ Q
. . 55 @ NN @
The inhalation ICso of FLC + FXA FS 350 g/L. was >$3.72 mg/L @t male and éﬂale@ns’taﬁ@ s | &
(four hours nose-only exposure to liquid aerosol), tl&?@&highest attajnieble concen 1on. Q § ©
Y
Thus, no classification is required according to ';TX lation (EC)%O. @@52/2(@. ©& © @}@
Using the calculation method also gives no classﬁcatig)n fo@ute inhalati@n toxi&iy. N O
=) ~~
TN S
e s d T e oy
o e e, e 2, KN AN 6 % ©@ @
CP7.14 Skin irritation SO & & &N S o $
~ 5 %,
QN D &g ©
Data Point: KCP7.14/01 @ %o ISR
Report Author: o D S O ) ¢
Report Year: 2015, <. @ K @ & © O 4
Report Title: Fludpicolidev+ ﬂk@astrobiﬁ%s 350 (200950 gik) - Acute’skin @itation study in
rabBits & <) S Qy S 7.9
Report No: . |95/049 006N §J P O 0,
Document No: M-526850-01-1 < NN LAY
Guideline(s) followed OEED 4 @OOD;%O@EOW@gu]a@ (EQ)No 440/2608, B.4 (2008); US-
study: f(@® EP 71;&%-9&7@%, ORBYTS 876:2500_(1998) S
Deviations from cufrent ~none_ > Y - @
q R . 9 N
test guideline: ¢y < Q> . o SN @O O
Previous eval n &Y not peeyious)y@ubmitted
hr g RemreaBngs & & e
GLP/Officiily N Yes,s@i‘fduc nde@LP/Oﬁ%iall@*ecog@ed testing facilities
recognjs€dtesting ol £ SEERAN ©\
facilities: LD . ) Q. © o
Acceptability/Relialfdity: [¥es & . Y & N
o & & > . ~ @©
g YIS & e
Executive Sammary: \\ N N
In a primagy skin irritatiéa stugg) 3 Ne@g@leal@Q rabbits were exposed via the dermal route to
0.1mL ofgndiluted FLE+ F S 350 (spg 'ﬁcali\%ia 102000028578 containing 198.7 g/L fluopicolide

v

and 1484 g/L ﬂu;i:?%irob%) per animal.& The té3t material was applied to an area of 10 x 10 cm of

clippéd skin by us

er.

W d
la \~

X

y of'the tigye points.

a gaqy; pad(f%ld inpl ace.@\a plastic wrap. 4 hours later the dressing was removed,
and the test item washedff v&@} L&@l signs of irritation were scored 1, 24, 48 and 72 hours
after treatmen @é?ng the Drajze schenie. Tpre were no signs of erythema or oedema at the application
sites in any @he ral its

In this stydy, F+ F@ F@SO wa? not irritating to the skin in rabbits according to the Draize
classification syste

&

o
ngmdy @v@@s@cow@cte§%ﬁGLP with no significant deviations from OECD test guidelines.

$

&
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1. Materials and Methods

A. Materials

1. Test material @ @©
N >
Test substance: fluopicolide + fluoxastrobin FS 350 (200+150 g/L) > @Q
Purity: Fluopicolide (AE C638206) — 17.0 % w/w @ & ©®
(198.7 g/L) S
Fluoxastrobin (HEC 5725 E-iso) — 13 1 % w/w (14&@ g/L) \© s § \;45@
Batch no.: 2014-014396, specification 10208578 @& 5}” @\\ @@ @
S o S & &
5 © s Q@ & &
2. Vehicle and/or positive control @ Q& o §© g < &@
Vebhicle: None Q} o\@ R \© 9 @@
. T D S
& &) N &% % IS N
Q @ XN v @y
s & LY S & o
3. Test animals S\ @ K IS @ @7 @
Species: . *o \ \\ S % @) % §
pecies: Rabbit (3 males \\ Q& & NS
Strain: New Zealand Winte, %, é% @ %, é\ﬁ @ L O
Age: 17 weeks &© (é ° %G \@ § NS @ S
Weight at start: 361039k . o 0» o & \%
Source: %
Acclimation period: Not staied ©
Diet: &)dwt f %fabb%@f)rod@%d by@"argﬂl%ak&@any &? H@OO Karcag,
Magarasi road 0399, H§gary&gd libigam.
Water: Municipal tap@yater, & for an @sumtlowﬁlblt@
Housing: Qindivi@ual ous@ in A§L§ appro Wed nastal Wﬂ@ rabbit cages.
Temperature: @ O &3°C @ & @
Humidity: > @

< - 589
Air changes: @@ t e@ 15 aé%xc a@es/hgpr

Photoperiod: @ 12 heurs daily, from 6.00 Zm. .00
9 d% @Q P§ @
S & & @ SRS &

B.§ . @ O RO

. Study design &\ % § w;\ (& %
1. In-life dates: 22to 23 April @15 @9\ L >
e 5T s 5w
N ,

2. Animal aﬁgnmgt a§ tre@len@ @@\ @®

No. of @nals (grouf@lze) QQ @ mald o\w\ﬂ

Dose(s) Q % \ 0. 5L @

Ex&t&ure RSN 4@urs@®ml -occlusive

Post exposure %@ervat@ pe{@ @ dayk

The hair wa mov&%ﬁfro ack@% ﬂan% of the rabbits with an electric clipper. 24 hours later 0.5
mL of the t&st'ite \las le%ndll y applying to a 10 x 10 cm gauze pad applied to the clipped
skin and@tach s1n@adhe ¢ hypoallergenic plaster. The entire trunk of each animal was then
wrappe&with glastic rap in place with an elastic stocking. 4 hours later the dressing was removed,
and thetestg v@ emdved with water. Initially only one animal was treated. As no irritant effect
afte ho@he test was completed with the remaining 2 animals.




B N Page 19 of 70

A 2020-08-06
BAYER
\9 Document MCP — Section 7: Toxicological studies
R Fluopicolide + Fluoxastrobin FS 350
C. Methods

1. Observations

Local signs of irritation were recorded 1, 24, 48 and 72 hours after treatment and scored for ery@ma &
and oedema using the Draize scoring system. The irritation was classified acc%hng to the fc@)wmé@’
criteria:

&> N R
P.I.I. = 0 Non-Irritant @
0<P.LL <2 Mild irritant 2 O & 2
2 < P.LI < 5 Moderate Irritant VCﬁ @g é}’\ \\ @@ @
5 <P.LIL Severe Irritant NS
> T 5 & S

. N\
1. Dermal reactions % 2) @ g\,\ %@ @6 \% 2§
The observed dermal reactions for each anj ©;1 the é@an sedfes foo: 4, 48@nd @ hO@ r each

animal are provided in the Table 7.1.4- 1@ \\ %% @Q . §@
Table 7.1.4-1: Dermal irritation @fes %g W\g@ ‘\& © W\?\ 2 éﬁ ©
For & o o o & o,
Animals Observations aftéy patchd” P VI@ SCOKE!
Identification remova@g ;{g% i%} (;;g\? 73@ @?Q %)@ 24, 73.hr)
Animal 1 Erythemnesand 0 @O 0.2% b &O
nima eschar formation Y °
(1864) % %g %Q @ © NS K 2 2
Ocitema f%{mation@ § @% @@% g %, (ﬁ(\Q 0.00
w\Tlerné@‘ed and@v 0 ﬁ@ 05 @ 0 d é\ 7 0.00
Animal 2 @ eschar fornggjon & ~ {Q)@ @@ N @
(1854) S 2
¢ ] S K @ O
X @dem&%rm%gn R 0 J<0 Yo g0 O i 0.00
Brythefira (red%gss) and N § S <
Animaf3 char forgatio @ @O @7 0.00
K . @edem@)rmation q >0, D" 0 0. o 0 0.00
Erythema criteria f lssifidation ?@ 3 O\U @ &
Oedema criteriador Clas%ﬁcat@ Y (&
Score for eryt@sma a@oed@@a 0 €410 ir@tion§= q11@§ionable; 2 = slight; 3 = pronounced;
4 =severe Q < \\ NN >
N UK
& 2 Q @ O
i N @&I I. @@clus10ns

Y (g
Under these test cg?fditi@ FLGH FX@F S @ was not irritating to the skin in a guideline compliant
and GLP test cgpducted in rabbits. @ S

N

Thisssﬁiy @ co@cte@;@GLP with no significant deviations from current OECD test guidelines.

&
+

FS G50 @ was not a skin irritant in the rabbit. Thus, no classification is required
acconé@ to Regulation (EC) No. 1272/2008.

Using the calculation method also gives no classification for skin irritancy.
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CP7.1.5 Eye irritation
Data Point: KCP 7.1.5/01 Y &
Report Author: _ o @§
Report Year: 2015 S n
Report Title: Fluopicolide + fluoxastrobin FS 350 (200 + 150 g/L) - I&gtro eye irritatjon tes@@

isolated chicken eyes :
Report No: 15/049-038CS <
Document No: M-521709-01-1 » &
Guideline(s) followed in | OECD 438 (2013); EU Commis% Regulation{&C) No 1272/@?38 (2808);
study: Commission Regulation (EC) No 152/2010 ( ), Metho i
C-98-195: OPPTS 870.2400@998) S
Deviations from current none ) X 2 S
test guideline: Q%@ E @ «@Q
Previous evaluation: No, not previously submitted \
l& A SN

GLP/Officially Yes, conducted u%er G@fﬁc@%’ rec@ﬁ{lsed fedting facili ie®)
recognised testing FUREIEN N % o
facilities: SN N« ST
Acceptability/Reliability: | Yes ©§® N N A «@? ey L

S

Executive Summary: Q «y\g @,@9 f{@f@@ @® @ ©© @© .

In an in vitro eye irritation s@, dll&ted FLC + FX@@FSS% (sp 1ﬁcat1c@ 102000028578
containing 198.7 g/L flu cohd@ ﬂuo strobin) w@ap ont&the surface of the
cornea of 3 isolated chicl%en eyes for a d§% ds@én washed ﬁ &hne. The eyes were
evaluated for corneal apacit 45%1 cofpeal tl@kne @ tregfiment.and at. % 5, 120, 180 and 240
minutes after the psp-treat @e F@ores@ ret 10n was me@sured<prior to treatment and 30
minutes after the gost-tr ment %se ﬁ further 3 gfé 1th phygjological saline and 3 eyes
treated with a p@ 1v%%ontrolwndegvent thg\ame&weatm@ al n procedure to confirm the
validity of th*t K

f@

In this studg, FLC@ FXA S 3@) was\not c@rosw@’n 1S@ated @:wken eyes.

The studywas cond d t P & no s1gn1§ant @12&1@ from OECD test guidelines. The
positive response m% pgsi,tlve @ntrol@d negatw%xrespo@ in the negative control confirmed the

validity of the tes@ § N @
X 7, @
@
@ ST s s

Q O ©©@ \\ I @ater@s an@Methods

A. Mate %& 2 Q§ @'j? @ o\%
S @
1. T%S\,t material @ @ &

Tesbsubstance: fl 1co@e 3xast§1n FS 350 (200+150 g/L)
Purity: @"  Fluopi 11d%@£ c@gzoé) —17.0 % wiw
@ %(19 gL
N astfggbm ( 5725 E-iso) — 13.1 % w/w (148.4 g/L)

Batch %@ @ 96 spemﬁcatlon 102000028578

NN %

< S N <
& £ o

&
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2. Vehicle and/or controls

Negative control: ~ Physiological saline (0.9% w/v NaCl)
Positive control: Benzalkonium chloride solution 50% in water (mixed with distilled water @ @
achieve final concentration of 5% (w/v)

Fluorescein: 10% (w/v) solution mixed with physiological saline to a@eve 2% so@%
v S @
Solubility: The test item formed a suspension in physiologica!n\%line b\@ ) %45@
3. Test eye collection < Q) N Q < C&©
. Chicken (used forfjuman consuﬁ%tlo@y S &
Species: 0 QR o @
@ N @ %
- COBB 500 CAERNEE I \ NN
Strain: % SR &% ' N N %,
Age: 7 weeks oldO @ é\a @ ©@J > AN .

Not sta@k & \ Q A\ <
& Oy
TAR@}/IS Isﬁ (Ad@mesg H- 960®érv5%,\Réb Jé@ﬁt. 1§
N % \ Q)
YY)K N & O
@uck head@g Ta e melste é) 1t @%me “and stored
Storage and transport: @ "4 nggs " {@ %

Pin pl%s;tlc b (4
Y Hgads w@re pr&essed@althm %hm@%after @@llec‘%n

Weight:

Source:

Preparation of eyes:

@ %
o\ & @“ ?7\9 Q @
% @ o © ¥ .9 « )
Q> D Q S QA S
NN Q &
B. Study Design §” é \@ N © @@ o @
1. In life dates; &7 March 2015 ¢ O SNy <&
©) Q

&S o o
2. Ammaclg’)smgnment dt@%e@ S @ @
SEERANERIN
Prepar%on of the we@ @ QL . SE
Yo D

Q
The cornea mtegn@#@g of %F% eyegyas Q:l@cked @’appl@ng a@nall drop of 2% (w/v) fluorescein solution
onto the cornea 13 ds then mg%d offcwith 2-mL physiological saline. The fluorescein-

treated corn p@mne@wn a@fﬁa d%®eld sl@lamp@jr slit-lamp microscope, to ensure the cornea
was not dam 1y undam ged@ame ere used. The eye-ball was carefully removed
from the &tbit and placed in a@il p transferred to a chamber of the superfusion apparatus,
suppliedwith physiolqgical sikne solutio ippig&from a stainless steel tube, at a rate of approximately
3-4 drops/minute ~9°1-0,45 mL/minute yes were examined again with the slit lamp microscope and
eyesswith a high baseli ﬂu Fesceinstainia® or corneal opacity score were rejected. The cornea
thickness was I@ﬁsured usin @h n@?ring device on the slit-lamp microscope and any with a
thickness de ‘f‘e t 0% form thé'mean value for all eyes, or any eye showing other signs of
damage we re]esci%d ﬁg@ted eere acclimatized for 45 to 60 minutes. The chambers of the
superfusi@} a@tas @ere @ab contro ed temperature (32+1.5°C) during the acclimatization and

treatrig;@pe@r}@ ) @@ Q §
@ & <

&
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Test procedure

At the end of the acclimatization period, a zero-reference measurement was recorded for cornea
thickness and opacity to serve as a base line (t=0) for each individual eye. The cornea thickness g&the

o

eyes should not change by more than 5% between the -45 min and the zero time. No corneal thic es§§

changes (0.0%) were observed in the eyes. Following the equilibration period, thg fluorescei ntion
was measured. Base line values were required to evaluate any potential teststem-related &ffect

treatment. All eyes were considered to be suitable for the assay. Three eyes were allocatedge the ¢isated
group, three eyes to the positive control group and one eye to the negativ&%ntrol grou&@ L9

A
The undiluted test item was applied in a volume of 30 p@nto the ent@} surface of é}ch ea ir@Qqe

treated group. 30 pL of the positive and negative cm&tr{o solution v@ applied in @similay ma@er to é
> o

the corneas in the positive and negative control gro@ espectivel &© S @q}
After an exposure period of 10 seconds all the c@as were ri@d wi@O mEJf ph@olo%al sa@.
IR D L& $

N 9 YN o S
S
Evaluation © "\9@ é\g Q@ b@ ©

A

5 & @ ¢ & &

The control and test eyes were evaluateépre—tg?tmen&%nd a@ppr@atoel@go, %3, 120, 180 a @540
alt

minutes after the post-treatment rinse. @orn ickifss andcorne@l opa%%f W eagiired atgtl time
. : . R N . - .

points. Fluorescein retention was megsured.on twetoccasiors, a@ase lige (t=@pand @pro mately 30

minutes after the post-treatment pnse. Hag-Strait Berir’ 90 Sslit-lartip mi@co aswsed for the

measurements. At the end of the procédures,he c as wgje ¢ retull @@ ovdd fromthe eyes and

placed individually into labe cor{zﬁhers of pre atié@lui%@ 0%@n tral@uffe formalin) for

potential histopathology andsstored at roopiNempgrature
5 Q@@ o SIS
° © & & R @ X
> S § @ N LN
w, &) CIL Rebults m%@ssiogx « \@
A. Findings > T & & S & o O &
The mean values ﬁe t@a%ted %y% for'maximum cgﬁal tg@kne%eha 265 orneal opacity change and

fluorescein ret@on nge are giveq in t}@able Belo
S RS @%.Qf%*”.l@%@c@&@@
Table 7.1;5®: C + FXA F$)350 [;%m vtye i atlo@nb score%\g

@

O S S <
&@ R @ o\® @“Ohs\e@atioﬁ%ﬁ o\©
Q& §@ S & S
o Corne elligv . Flourescein
Treatment | - 75Mhins </ 340 Mins &mnea@%pamty Retention Overall
Q@ Me@@ < o@an O |, PMear” M Other ICE
Y Max @E S Max.q ICE>” | ICE [ R L ICE | Observations | )
% Swellin lask%we Cl@s %eal Class Roel:e:::ic(fn Class
Ll w D Ql @) | & iOpacity
Negative Q> AN o WP
Control 00 @ 1L %00 QC 0.0 I 0.0 I None 3x1
(saline) v O
@ .
Positive 4 %“ & N Lo.osenllng 9f
RS epithelium in
Control (5% @ S o 1 XTI
WiV &, @%2 O & 315°| m 3.83 v 2.83 v eyes at |
% 9] S and 240 mins
benzal ketitum @ Q 2x1IV
; S AN post treatment
chlegde) .
& @ N v rinse
t Ttert) R4
(FEC +&XA 0.0 I 0.0 | 0.0 I 0.17 1 None 3xI
FS )
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II1. Conclusions

Under these test conditions FLC + FXA FS 350 was not irritating to the eye in a guideline compliant

and GLP test conducted in isolated chicken eyes. @
N
& T 5
Assessment and conclusion by applicant: ¢§ S
N
This study was conducted to GLP and follows current OECD test gu1deh%s § <§ 2

Under the experimental conditions FLC + FXA FS 35 is not e irritant in @st §0Muc

on isolated chicken eyes. Thus, no classification i 1s quired ac u 1ng to Re t10

1272/2008. Q o
Using the calculation method also gives no class@tlon for eye%ltaﬁgy é S 9

. \ 2
9 ‘ @f@ w\?\ v @6 o\% §
o

5 1y
2o S
© P & & ¥ < :
Data Point: KCP7.15/02 < @ @ N o O L o
Report Author: _ Y S OO =
Report Year: 2015 @ S © N Q « o> & ®)
Report Title: Fluopwoh@% ﬂ@strob@ﬁ:s 3@(200@50 g@ﬁ— Acyls eye @tatio&;tudy in
rabbits & @ fﬁQ S R
Report No: 15/049-085N ¢, & S @%)j SEIRS SRS
Document No: M-528295-0hv1 IS Q v
Guideline(s) followed in | OECD 405 (2012%QUS- EPA 712-C§98 %@bpp@ 87%@2400 (1998);
study: ‘Commig&ion R atio C) N@440/20 &&200&) &
Deviations from current -] fone & S R X
test guideline: § & % §
Previous evaluatlon:{g}@ N@lot @VIOUS@ subm@{i §?\ i Q) é& &\
r(;IBICJ(I)’/O.fﬁzially. @ \@\Yes&@gnﬁuct&t unds&GLP[g@malgyecoed t@g facilities
gnise testl D N @\ & § %,
facilities: [y S @) SN B @ o
Acceptablh;y/Rehab@Ty “es & o g;% N
° Lo ?&9 5) © @ o
\ <
& & § & & S = =~
Executive Summ@ & XS %\ % N

famy

In a primary eye@ﬁlta‘c stu@o 1 un%%ted F@C +@XA FS 350 (specification 102000028578
containing 198 7 g/L. oplc®1de l©~ g/L Xasg:@nn) was instilled into the conjunctival sac
of the left ef 3 raale I\@é Zedtand White rabbits. The eyes were examined 1, 24, 48 and 72 hours
after test s%stance admn@tratfe@ Irritation @% scoggd using the Draize scheme. There were minimal
signs of ess and dlsgharg@ the @rst h@; n aﬁ\ammals but this had resolved by 24 hours.

In this study, FLC“%\FXA%TS 3%Was @t lrr&mg to the eyes in rabbits according to the Draize
classification syst% @ @\ @

The study Was @nducted to V&@@ no s@%lﬁcant deviations from OECD test guidelines.

%%
§% S &
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1. Materials and Methods

A. Materials

1. Test material . @ @©
Q\ g
Test substance: Fluopicolide + fluoxastrobin FS 350 (200+150 g/L) @b @ ©)
Purity: Fluopicolide (AE C638206) — 17.0 % w/w s O\Q
(198.7 g/L) % @)@ &
Fluoxastrobin (HEC 5725 E-iso) —A3.1 % w/w (]@8 g/L) %\ N é\”
Batch no.: 2014-014396, specification 1020 28578 < Q\ v\g@ IS
S ©Q I SRS
@ & o R O &
2. Vehicle and/or positive control Q? \ N @@f @ & o @}
v ‘ \\ <
Vehicle: None & 9’ @6@3 = %@J @6 \% R
3. Test animals W\% \ N o % § @j v
- RN NP SN S
@ \ o 2, Q
. N N
Species: Rabbit (3 mal@% &0 @9 @Q §‘9 @ 9
& @’ S~ Y S S &S s
Strain: New Zea@% Wgﬁe @J@ @6 @® & @© @@ >
Age: lweeks " o O« @Q % & é&
Weight at start: 3.5t0%7 kg n o

Source:
Acclimation period: At ‘S‘} d

a @
Diet: forxabbits, rodu@ by. @arglll @é\:kar@gmy Z@\ H-5300 Karcag,
M aras1 0 Hun ry adh zbzt@1
Water: @1101 abtap vs?%ter Nor bitum
Housing: 1V1d lly F{Qused @A%&AC&pro@metaﬁW&llre rabbit cages.
Temperature@ IS © @
Humidity:e, 27 0% & "@\ o8 >
Air chapges: @easﬁé@ alr@é anges/howr @ N
Photof%rlod: . @2 h&@ daily SR Q w . O
Q L & 2 O D
@2@ S & > - 7 @b
B. Study deSI@l ©Q @@ @ ©\ § @
1. In-life dates: 28 &pril M@ 015 @é@\ >
% “ QQ & @ N
2. Anlmal assngnm@ an%treat%ent \©
The%H was found to b&@% sq}he tes@tem@%s permitted for use in animal studies. The eyes of the
animals were ef@rhined 24 hgurs b, art of the study by instillation of fluorescein solution and
subsequent i af%?l witra hand slit mp. Only those animals were accepted to the trial that did not

display any‘changes. Inigiglly only one@nimal was treated. As the effects were non-irritant at 24 hours,
two furth@y rab Wer@reat@}vith the test item.

%@

%1{0@ of ¢ @’ test@lbst e was placed in the conjunctival sac of the left eye of each animal. The

ae acted as a control.

Sixty mmutes (60 £10 min) prior to test substance application, a systemic opiate analgesic was
administered subcutaneous injection. Five minutes (5 =1.5 min) prior to test substance application, a
topical ocular anaesthetic was applied to each eye (including the control eye to ensure direct comparison
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of any ocular observations). Eight hours (8 to 9 hr) after test substance application, a systemic opiate

analgesic, and a nonsteroidal anti-inflammatory drug (NSAID) were administered by subcutaneous
injection. o

@

The eyes were examined 1, 24, 48 and 72 hours after application with fluorescein staining ancks re(}@j

according to the Draize system. Any clinical signs were also recorded. Body wgight was regprded @1

the day of treatment and before sacrifice. @
- o©@ Q «§ 2
II. Results And Digciission N PO
¥ Z O @ 2
& S gy &0
1. Ocular reactions & © < @© @q}

S
No clinical signs of toxicity. Eye irritation scor@ shown i the tab@(%belov@ n@gns sgen 0@
hour after dosing were reversible 24 hours after tr atmept °\ o4 6\ Y §

A

@’
S &? NN S
Table 7.1.5-2: FLC + FXA FS 350 — E&»e 1mtmpn sc ps in @’b:ﬁ @ @ @& @% o °
% \ S 1@
N segres| X% ;
Animal Time after treatment: @l N24h @Sh ‘92n |O to & spo@ R%§lble
f A L@4-72@ours @@ - ay)
e Y
Corneal opacity @)& O@ _ 0> 0 \9} @00 @ F@% . n.a.
519 O
mits @ %0 [P0 o 0,00 O o.o@ S s na.
Animal 1 N 9 ~
19 Redness conjuni}’ivae@x 20 ) Q@ 0S .00, 9 5" 1*
9 © N T~
Chemosis c&ﬁunc@@ae @@) § 0 C}@ 0 f@?) v O.OQQQ § N n.a.
v Sl - o
Dischurgd & 1g | €] @] o] doo - 1
N N
@&d@%aty\@ & L 0.0 50 | 0.000 - na.
g
N @tls o o o9 %@& Q@ &§ \8%'0 - na.
nima .
28) * © Redness conjunctlvef%,?) <P @\0 w0 o, 0 @%\7} 0.00 -- 1*
N
&@ Chemosi@g%njm@jvae @0 A O§ Os 09" 0.00 - n.a.
S R <
Dikehaire | P |20 |50 [0 ] 000 - 1*
S
%ornp@pac§/ ;@7 0 ° ~ Of\\Q O@S 0 0.00 -- n.a.
&} O A
O YO Ol @& | [ | o 0.00 - na,
Animal 3<) N4 |2 =4
o) Y Redness @gnjunc@e @28 0 0 |0 0.00 - 1*
©
%, Chemgﬁ co@ctiv@} @§ Q{(§> 0 0 0.00 - n.a.
N \ X o
S Dlscharge Q\ o) 1 0 0 0 0.00 -- I*

n.a. = not appli€able; R
*in respect e resﬁ@ 1 hr appllcv\\t’ion @

@ @

?% - @

réo <1 |$<1 | R<2 | OE <2 | Regulation (EC) No 1272/2008 and GHS

=
Mild i é?@ant (+)

<3 | IR>1-<2 | R >2 | OE >2 | GHS category 2B (effects reversible within 7 days)

Irritant: +
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CO>1-<3 IR>1-<2 R>2 OE >2 | GHS category 2B (effects reversible within 7 days)
CO>1-<3 |IR>1-<2 R >2 OE >2 | Regulation (EC) No 1272/2008 (GHS) category 2
Irreversible effect/serious damage: ++ . @ @b
[co>3 [IR>2 [R- [OE- | Regulation (EC) No 127212008 and GHS Cg@@m‘y 1
& R
N
2. Bodyweight %% . § “5@
. Bodyweig VC@ @ é}\ \\ @@
Within normal range. @Q Z § é\g é
> R LN
© S @

&
R A
&

I11. @uswns

AN N
Under these test conditions FLC + FXA FS 3»@0 waségot 1rr<1§%n£§e\the @y@’ n @uidékﬁé cofispliant
and GLP test conducted in rabbits. @ &

%G & S
SN
w\\%°@j\@ Q mQ © @j Y

=S =

Assessment and conclusion by apphe@ﬂt K\ %@ . %,

-~
The study was conducted to GLP,QQ‘[h n&gnr&c@ant d@ylatle%@fro Seurre (@&st%@dehnes.
Under the experimental condi @g)% FLO+ F@ FS é@) g/as I]Q@B,n e@lmtéﬁn therabbit.

Th lassificati ired a ¢ 1t%E$§12/208
us, no classification is reqy re(&ac or%@ 0§C@a10 ( % o, 197 g@

Using the calculation n&@od al@ glv%%ot §ssﬁi@tlon Rg eye ﬁanc% Q&w@
NS 2 & w \Q
SERCANS § & Q &

@
CP7.1.6 ﬁi@nsi&z@tion@@ R A G-
O R NN AN

DataPoint: Y @ [KCP716/01 > 9 & @
Report Autfor: SEES Y @ @r
Report Xear: G120 L LT A

Reporf Title: 4 F{%lcohde + ﬂ@?astt&ﬁh FS 350 (2§Q\fr 150 g/L) - Local lymph node assay in
QY |4hé mogs¥ PN
Report No: NG 15/0492037E v RS

Document No: Q @685 [EEIEN NN
Gmdehne(s)@%we@{ D 49 (2&@9 Comuiissign Regulation (EC) No 440/2008, B.42 (2008); US-
study: 2-C-0197, @zsp 0.2600 (2003)

Deviatiopstrom current none@ @
test gui@: 2 Q @
Prevggus evaluatio@ n0t¢§ev1o@ subﬁg\fed

AN Q)
GLP/Officially b Ye&%n(%@yd ur&@r GLP/Officially recognised testing facilities

recognised tes@g
facilities: = Y @

Acceptabll&§/Rel<p%dhty QYes & W
~

&

EX@*IVQ&H‘IH‘I@ @
In a I(ﬁﬁymph node assay, FLC + FXA FS 350 (specification 102000028578 containing 198.7 g/L
fluopicetide and 148.4 g/L fluoxastrobin) was applied at concentrations of 0, 25, 50 and 100% (w/v) in

a volume of 25 pL to the ears of female CBA/CaOlaHsd mice (5 per dose group). A positive control
group was treated with 25% (w/v) a-Hexylcinnamaldehyde. The treatment was applied daily for 3
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consecutive days. On day 6 the cell proliferation in the local lymph nodes was measured by

incorporation of tritiated methyl thymidine (3HTdR) and the values obtained were used to calculate
stimulation indices (SI). o S

The observed stimulation index values were 2.0, 0.8 and 1.2 at concentrations of 100 % (undiluted), Q§
and 25 % (w/v), respectively. As the stimulation index is below the threshold ¥glue of 3, th @% itgem

is not a skin sensitizer. A stimulation index in the positive control of 8.4 confirms the validity o

assay. Therefore, FLC+FXA FS 350 was not a skin sensitiser under the conditions of thl@loca@smph

node assay. N . & %
\ Q,
& & &S L L@
R o & & &
I. Materials a%QjLMethods &© é\a Q § N
A. Materials N 2 @ & © @}@
1. Test material % = @fi} N 6\ \"\7@ §
Yy S
L §
Test substance: fluopicolide + fluox st%bi %E@S%S 00 Og/@@ © ©§ % &’
Purity: Fluopicolide (AE 82 170 % w/w ©© @7 @
(198.7 g/L) o\ o < SN & s &
Fluoxastrome 505 E ) 311 % sw/w (1@”.4@ & O
Batch no.: 2014- 01439@pec1¢éat10m 20@&028§@ @@ @@ § %@)
o & & @6 R N ©®©©© b
2. Vehicle and/or positive Q@rol ~ Q> CANEN R & é
é @Q o @ b S "\@ 9
Vehicle: 1%/&%)7queous Plurénic I§ZOOK S %@ Q‘”\z
v & 6 & ¥ .9 « )
FTE e S e ¢
3. Test animals @ N 'S NS
v (OO N @ X
Species: @© %PF n%ale@ice er c@se g@l% § %
Strain: o «§CB aOlaHsd L9 & O %@
Age: \@ @ ) & © g
Weig start: 2.3.0 tnd3. . A
Source:

Acclimation per1
Diet:

Y
Séni Mouse — Breedin@and Maintenance, “autoclavable
ete diet forgats/mice — Breeding and Maintenance"by ssniff
Q Sp@lal n Q@g g?llbzt@;n&
Water: @ . Munic tap@atertas for framan consumption, ad libitum
Housing: «QIndividuall hous | in T§@e II. polypropylene/ polycarbonate cages

Teniperature: v 19.4-225.76C N
Hi%idity; 31 6906 Q Q
tle
@

l%dgﬁ@

@

Air changes: @” A 5 ai@g?xcha@es/hour
Photoperio@ \% @s daity, frag 6.00 a.m. to 6.00 p.m.
% AN
§F &S
B. Stm§ des@ % N
1 @lfe tates: 0@’0 12May 2015

&

2. Animal assignment and treatment

Preliminary irritation test
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The Preliminary Irritation/Toxicity Test used two doses (2 animals / dose) at test item
concentrations of 100 % (undiluted) and 50 % (w/v) in 1% Pluronic. The preliminary experiment

was conducted in a similar experimental manner to the main study, but it was terminated on @f 6
and the radioactive proliferation assay was not performed.

Based on the observation of the solubility test, the maximum achievable C(@entratlon w@% 00@3
(undiluted). @ A S

All mice were observed daily for any clinical signs of systemic toxicity or local 11&‘[10 %t ﬂ«{’f@

application site. Both ears of each mouse were scofeyl for eryth@i?\fa Ear thlg@’les Was ac@s_)

measured using a thickness gauge on Day 1 (pre-dose){ Day 3 (be pi¥ treatmen pro&n 48 g

hours after the first dose) and Day 6. Additional quantification &@16 ear thlclmﬁss per@megk©
@

by ear punch weight determination after the euth51a of the e@erl%e,ntal @ al& (@)

No mortality or clinical signs of systemic toxicitydyere observ Tesx ifé pétz?’ §@ml 1@31 n(:? nt

of test item precipitate was observed on the eags of th%fmm&$ n thev 00 % (u ed) group Giay Days

1-5 and in the 50 % (w/v) dose group on Day®1-3 I@é ma@d b@ los >5%iwas %ervzl

The ear punch weights were within th@@%@tw@@ co&s@rol r‘% T%re no 1n©dlca‘d§j §Hy
@

irritancy at the site of application. @}
The draining auricular lymph nodes @16 afi%lals were Vﬁ@ally @‘mm ﬁre s1d ed normal

in both dose groups (subjective Ju@émen@y anatogy g&th ot@watl@ of rlmg ts).
Main test @ &@ @,@9 @ @

Based on the results of the prelimi e>y irpitdtio test %ﬁ 00 & undﬁ@ted)@ose wa@ selected as top
dose for the main test. Tre@ﬁmen% the@au@y we performed@s fol %@

Table 7.1.6-1: FL% FXA®3SO@L0ca@'mpI@@()d@a@ay ggoup@&and I,re@nents

O S
NEERGEIR
. @ N Test'item No. of animals
§ %@ups &\ I N ©c0n§at® @@
N @ Co WS

o O &

Negative (VehCEle) c@%rol (1% Plyzonic) s 2 @@ © 9

Posﬁwg@&ntrol (25% H@ in @le@ © @,@ &
o ®

N O
s & 190 g
FLC+FXAFS3%® N § N %@’ O %30
@m @@Q § \@ S 0@6 @§25
o N
I

Each m @ was topl@lly d@d 01@ sal s\ﬁpface of each ear with 25 uL of the appropriate
formulation appliedg§ing apipette, Each agnmal“@ls dosed once a day for three consecutive days (Days
1, 2 @nad 3). Therexwas I@%grea,tn@nt 0 ays@ 5 and 6. On Day 6 each mouse was intravenously
injected via the tail v&n with 250 pL 6P sterile PBS (phosphate buffered saline) containing
approx1mately e u QigR u Q'J a gauge 25G x 1" hypodermic needle with 1 mL sterile syringe.
Once injec @ he leftfor 5 hgurs (+ 30 minutes) prior to sacrifice. The draining auricular
lymph no% wergexcis ces$éd individually to prepare single cell suspensions of lymph node
cells. Célis W mix&d wi gci)ntillation fluid and *HTdR incorporation was measured using a f-
scintibafion gQénters'ri- 2810 Liquid Scintillation Analyzer by Perkin Elmer), expressed as
nur@r of 1oac$e disintegrations per minute (DPM). Background level DPM was also measured
phc@ by adding mL of 5 % (w/v) TCA solution into a scintillation vial filled with 10 mL

of scm@ﬁa‘uon liquid.

3. Statistics
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The results are expressed as disintegrations per node (DPN = DPM divided by the number of lymph

nodes) for each animal. Stimulation index (SI = mean DPN of treated group divided by mean DPN of
the appropriate control group). .

of variance between groups was checked by Bartlett's test for the measured DPR;values. S

Where no significant heterogeneity was detected, a one-way analysis of variafige was carr1eé%ut. l‘ﬁhe

result was positive, then Duncan's Multiple Range test was used to assess tl%mgmﬁcance@ mt@roul@

differences. Where significant heterogeneity was found, normal digutlon of data, was-ex mu@v
by Kolmogorow-Smirnow test. In the case of not no distributio e non—par@et@emo@of
Kruskal-Wallis One-Way analysis of variance was ap@hed Ifa posé@e result Wetec th@ater-
group comparisons were performed using Mann-Whigney U-test. Q& & @ @

9’ % &
& D> @ RO o

v
€ S i@ °
A. Results @ N \@ @Q %b § - 4 @&
& > @ > & v &

1. Clinical signs and body weight &
There were no deaths. No systemic t@let as @Q@rve&h @’l r on $pme of the

se
experimental animals in the 100 ‘@und@\fed 0se graup o §1ﬂ 01p ate / minimal
amount of test item prec:1p1tate@as 0% @ % (undiluted) dose

the@ars 0 als i
group on Days 1-5, and in thg"SD % (W#v) g@yps on@jays fand 3 th 00 % (undilaged) dose group
three out of five animals ha &, tha b@y wedght loss: T ea gﬁang%of this group was
-5.2 %. No other signs ¢ &@mng 0 systemi XlCl werg.@ebserve 1n”®s p; also, no marked
body weight loss was dete atethis dose i @ e préliminary expe 1me@usmg two animals.
Therefore, the dose &evels ¥sed inithis s@dy ar; ons@red t6be a&ptal&% for the evaluation. No
treatment-related @ects&were abgervedon th @bod ight chapges of the other groups in
the experiment (')>o ws«@ ma@%ed bo%ﬁf vs{kht 16ss waﬁg c&cte&r one animal in the 50 %
(w/v) group &

1@ for @ an@ml 1@6 pquﬁive eg%trol@roup o

N
2. Prollﬁelf@tlon Assay% %@ % & @ @ é’}’
\
The reﬁlts of the @llfem%n &ﬁsay surnagna d n t table below. The appearance of the
lymph nodes wa@mal ‘Hegative co r& d in all the test item treated dose groups.
Larger than norﬁ@al ly@h n& Q% ObS&WCd @the itive control group.

©) v
Table 7.1.6- f@ F@C F&?SO \Loca@mph@)de assay - DPM, DPN and Stimulation Index
@ Test group @ @ A %Mean DPN Stimulation Index

Backgrbiind (5% w/vICA) X RNIRS - -
Negative control (126 lur .

. (1%¥ @%@éﬁ%) AR 2F s 1.0
FLC + FXAFS350 100% (W) @ & 321.7 2.0%
FLC + FXA E§ 350 _§0% (%) S R 137.1 0.8
FLC + FXAGS 350\ 25% {Wv) @ 204.2 12
Positive @y% w/skth 1%Phuronic)” 1386.7 8.4%*
* = Sig@@ant (140.05, Mann-Wl@ney U-test versus negative control)
** = Sigtifica <0 ann-Whitney U-test versus negative control)

S @

N D

The tegfftem was a suspension, which was used undiluted or formulated in 1% Pluronic. Since there
were no confounding effects of irritation or systemic toxicity at the applied concentrations, the
proliferation values obtained are considered to reflect the real potential of the test item to cause
lymphoproliferation in the Local Lymph Node Assay.

@

The statistical analysis was performed using the SPSS/PC+ (4.0.1) software package. The heteregg: 1ty@j

@
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The positive control group animals showed a significant lymphoproliferative response (stimulation
index value of 8.4) in this experiment. The results of the positive control group demonstrated-the @
appropriate performance of the assay.

D
The observed mean DPN values for the negative and positive control were withgs the hlstorw@on‘@l

range. @J@
II1. Conclusions S @
%% °\© Q @ %@
© o @
Under these test conditions FLC + FXA FS 350 was 1ot a skin selzer in th@f{%%l@nph@@de &
assay. AN @ SRS N c&©
@ Q& @ S @

Assessment and conclusion by applicant: V
The study was conducted to GLP, with no s@ﬁc fevi %ns %fn cy ~~ nt D test guldéﬁi’nes
Under the experimental conditions FLC + 35 /L @ not@ skin @nmg@er in lo%lo

lymph node assay. Thus, no class1ﬁcatlegﬁ>s required %Qcordgg R&gulat@ (EC) No. 1 2/{§
Using the calculation method also gl@ no e@mﬁo@zlon fck sk1n@§151t;§?¢10n @ é\a @
SIS R

The product contains 1 2—Ben21@;uazol@y(2H) one a d 5- c]@ro 2 thyl@?ls 20111&3 -one and
2-methyl-2H isothiazol-3-one_bot 9}1 hlc@ 1ﬁe@s skm sen 17) but at levels
below the specific concentr@on limits fi sﬂ%ﬁtlor& trlgger at t product label
should contain the phrase %EIH 8 con@ s ' -Bengis othla%ol -oneZand 5- chloro 2-methyl-
4-isothiazolin-3-one agi@metl@ 27@'[111 azot-3- %e mg “prod& an@ri% ction’.

XN N 2 7 @) o D
& & ' & & § I
CP7.1.7 @QS pp eme@}ar studl&\on tite plal@f@pro@ctw@roduct

No such stud@s ar @cess@/ sinée theﬁefgjre N:on g, gg., from potential synergistic or
additive effgcts exZ@fed b§>\’the aotive %bstage(s) c@?othe@ coments in FLC + FXA FS 350 that
would reguire further i stlg@%n @ SRS \

@ @ & L9 O

§> N NS & &
CP7.1.8 @@ Su@em@ary@udlé&%r i@mbl@mns of plant protection products

No such st $ arecy) cesél%r since FLQ@ FXQQ‘S %&s not intended for use in combination with
other plangrotectlon pro@actsm@\ %?Q (@ @

& 2 QQ@@@\%

S NS S
\‘?\, % @@ "\@ Q@ @
. U g &
G @ © 9
& O § S @
% Q
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CP7.2 Data on exposure

The safe use FLX + FXA FS 350 to operators during treatment and sowing of seeds has been
demonstrated when appropriate PPE is worn. An assessment of worker, resident and bystander ex re O
is not required as no such exposure is expected during normal use of the product. A combined osur@@j
assessment of both active substances also demonstrated safe use for operatats at the ﬁrsﬁ
therefore further investigations into combined exposure were not required. mmary of th expo@@e
assessments is presented below, and more detailed calculations are provided in appendix Z» @ %

The product information and toxicological reference Valu@lsed in the a@ssment are gesenteg@n ta@

7.2-1 below. > @ @
TR 6 s
Table 7.2-1: Product information and toxicol(@l reference&lues for the @y\@gosure@sses&@ent LN
\ Q o & @

Product name and code FLC+FXA FS 350 Q%@ N @Q@ ) @) © «(@
Formulation type FS S 2 @U@ S w\f@) ©© N R
Category Fungicide ap&lie%f as &@d tre@}gﬂem @6@' @U@ ‘o é ﬁ@% & °
Active substance(s) Fluoplcol& °\ \\ @ xas@%’bln% s §@
(incl. content) 200 gL @ s @ |5 0 g&\ @@ S 4§
AOEL systemic 0.07ﬁn@l§g b@%éd RSN NS 0.@%g/k§v/d @ &
Inhalation absorption @ % @@ @@ °<\9
Oral absorption 3100 0% @U (&
Dermal absorption @@centr@ 0. %%

.9 uti %073%@?( 7.5gas./L)

S ?Bas&igon pl@ct (formulation))

N & & <
§ é o\ % \ ©© @@ & @

CP7.2.1 ©© O@rator%xpo&ure @ Q> > @ E

RS
& o o s b ©§
CP 7.2. 1 lz@ @étlmtaﬁ”lo%@ op%ator@xpos@e @ >

>
A sump@ry of the e ure%del ed for estj tlon§ op@wr exposure to the active substance
during application 0% LCHREXA FS 35¢cordwmg t%he cr&sal use(s) is presented in table 7.2.1-1.

The GAP is prese@d in a%pen 1. @,
) % . @
Table 7.2.1-1: Exp del i d
able g Expo urq@}o gﬂj)r 1n@deo (§s

.- Y
Critical usgj) @lsetz@pe g@c @odu@@oo kg seed)
Model(@ . © See@}{{OP@ @

As Qs*t\%ted on the ltgﬁel é&,@j FS@SO 1ﬁvallable in pack sizes of 5 to 1000 L. Therefore, the
exposure asses%rent for operators h@bee@@nducted with reference to selected pack sizes of 200 and

25 L. %%§ N

200Lpac§1ze @ ©© §9 Q
Q

The irfput pa@ete@for g@estimaﬁon of operator exposure (200 L pack size) are presented in table
7. @ forfgéiopic@ﬁde @d table 7.2.1-3 for fluoxastrobin.
N

&
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Table 7.2.1-2: Input parameters considered for the estimation of operator exposure for fluopicolide
(200 L packaging)
Formulation type: FS Application technique: Commercial seed ’ @@
treatment
. . . \
Application rate (AR): 0.2 |kga.s./dt seed %}(;a ding /sowing o
Seed treated per day: 40 |Tonnes/day |Product container size (C?OO L S s @w
f hol@ L
% ( Oﬁtjvnen@ar é
%o EC%
@, @& @ﬁn’[a&%{s are@Q
X Q@) @ ass@d) y\g é
Amount product handled |400 |L/day Nu@r of loading\Q%)%rations 26\9 0@@ \\JJ s
Dilution rate: 1 Undiluted er of callbra\ion @@) § égap/d% @}
(worst case) eratlons @ N Oy N\ % S
S
Dermal absorption (DA): [0.21|% (concentr@ Dur@?ﬂn mf\paggin’g @}’ %§ hcﬁrs/d&y
3.9 % (diluti@% N?@nber@’ clear@g ~ Q! @Dop/d@w @§
@K%O%pera&s\@@& <,©@ S
i : . N o
Inhalation absorption (IA): | 100 | % Q@) Y DN «@§9 g“ 4 @ Q)
Body weight (BW): 60 k\j&}p)erso@ KN v \} Q@ A $ O ‘i”\\o@
AOEL 0.07 }ég/kig@@w/d @gmur@n o%@ding&%wi %Q 1(@@ houirs/day
SRS TS oY AN
Table 7.2.1-3: Input paf‘j%met@&s conm@ﬁed far the %jt,lmatl&g of % ator @posn(%e for fluoxastrobin
(00L ppck siz€)” > O
%) o> N A
Formulation type: F@ & @) Aﬁca;w@tech@gquex . ©pmmercial seed
. . S % NMreatment
Application rate (12@. . 015 ?a s @eed @ @@ & @ O - | Loading /sowing
Amount produ andfe 40Q |Liday s Pr{ﬁuct co@tam i? ze @ 200 |L
@ o o K@j %y S O (for whole day
0 12 & O y\?@ treatment large
. @J) %, %@ % e v @ Q@ containers are
Q\ r>© f@ @7 (\Q < & assumed)
o 37 s
Seed treated per da¥s, 140 |tonnes § Numbgr of loading operations |2 op/day
Dilution rate: % 1 Und@ed e Num<b©%r of@alibration 1 op/day
NS (v@@’t cas’eg O@atiogg
Dermal absofption (@A):b@ﬁw %(cog%@ntr.) @Bura@n of bagging 8 hours/day
N %
% % 0.3 % (@%‘cio&f@ Nw@ger of cleaning 1 op/day
@7 o Q R Qperations
. RN Q% @ <
Inhatation absorption (IA@ 00 (% S
Body weight (B(Oynvg: v 6g@ kg/pgrson &Q Duration of loading/ sowing 10 hours/day
N X \@)
AOEL & " 603 |mgrkg bwid
% N O
A
The oute @the %posﬁf@ assessment for the 200 L pack size is presented in table 7.2.1-4 below,
deta&d calem atlo;§are résented in appendix 2.
g

&
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Table 7.2.1-4: Estimated operator exposure 200 L packaging
Fluopicolide Fluoxastrobin s @
. NS
Model data Level of PPE Total absorbed | % of systemic | Total absorbed | % of systemic @y
dose AOEL dosedy Al S
(mg/kg/day) (mg/k@ay) S RS
Commercial seed treatment é § 2
Application rate: 1 L product/100 kg seed (200 g ﬂuopicolide/@é) kg seed, ISQ%fluoxastrobifﬁ&lOO kg séed) &
Seed Standard clothing* 0.0725 N0s.s2 e 00467 o) 1985597 &
TROPEX s RPE: mask 00245 o 3495 <« 001070 | R 350
Body weight: ) : \ Q (@) @
60k during cleaning S & & &
Seed sowing . &S QD L
o
Application rate: : 1 L product/100 kg seed (200 @uopi@@%de/\i@ kg ;gj@%, ISOQ%ﬂu%@robin/}m k& seed)
Seed Standard clothing™* | 0.0035899 & _ @5.13 Q \({00@ g9 O @o >
TROPEX %o ST D O
. & AN AN < . X
Body weight: @ gé\ @ o\& Q w\?\ N éﬁ Q
60 ke & & & plo &8

@ A 2
* Operator wearing one layer of work pthing &84 addifional chemical @tectiv@éves @Rﬂg aliNasks e&cyéjfot bagging
and RPE during cleaning of the eipm@t & @ @) Q N
**  Operator wearing one layer of w@rk clothing (g (@@ &@ Q& @ ©©> N
. N @ .
For the 200 L pack size, the%&cceggble O@torgxpos%}g leveo&@ls no} excg?ed when normal

workwear is worn, and additional@ppropeiate g is worn during cl%@ling@s" ks.
N % %ﬁ @ @@“ o % §
v\ﬂ @Q %@ @ @6 o\ @ (ix "\
25 L pack size S § Q@ S §’ @ o «
The input parametdrs sé for the expdsure @ssessmg@s fcgﬂuop@hd fluoxastrobin with a 25 L
pack size are % ente%n ta%é 7.2&&-5 an@ 2. L&ﬁ&bel W. v
N9 S @
Table 7.2.15; @jput p%’ame@rs cu%ider@for th@Qsti tion oerator exposure for fluopicolide
° S

N 25 ac
> @Emagw & o O o
: A ISR TN AT :
Formulation type: N NS s o %ppll%tlon tghmque: Commercial seed
Application rate@@()- 0 @ g asé}lt seedd) S S treatment
($ K S e&, & IS Loading /sowing
Seed treate da@© @@j o@gﬁ?ne%@ ; I@)dug@ntainer size 25 L
Ol Q P @
Amoun}(\@duct handleg 4@ L/d& @ Nuinber of loading operations |16 op/day
Dilution rate: Q' Al %dilu ..Ntmber of calibration 1 op/day
\y\’ v ST s (worstQase) gﬁ)perations
S @
Dermal absorptigh (DA): Q1 ‘V&Q@ncel@&) Duration of bagging 8 hours/day
& 5
@ \% é§.9 B(dilugipn) | Number of cleaning | op/day
& S o Q operations
2 ) <~
Inhala@n@ absefption (IA): | 100 |%
Bod&weigl@%’v%‘%@) . Y60 |kg/person
A@\EJL m@k()) 0.07 |mg/kg bw/d | Duration of loading/ sowing 10 hours/day

(@
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Table 7.2.1-6: Input parameters considered for the estimation of operator exposure for fluoxastrobin
(25 L pack size)
Formulation type: FS Application technique: Commercial seed @@
treatment
Application rate (AR): 0.15 |kg a.s./dt seed . D 08
E}gadmg /sowm &
Amount product handled |400 |L/day Product container size @?5 L S . S
(fo@whol@
&% @tmen@arge%
@, N §})n’[ax%irs are@Q
V @ Uass d)
KS) o &
Seed treated per day: 40 |tonnes Nu@r of loading\Q%)%rations 16\9 0@@ s
. . . \i 4 \)} =
Dilution rate: 1 Undiluted er of calibration @@) § Cgap/d% @}
(worst case) eratlons @ N Oy N\ % S
S
Dermal absorption (DA): [0.07 | % (concentr@ Dur@?ﬂn mf\paggin’g @}’ %§ hcﬁrs/d&y
0.73 | % (diluti@% N?@nber@’ clear@g ~ Q! @Dop/d@w
@j& %perat\\ $ &@ 6% S <\9
i i . S .
Inhalation absorption (IA): | 100 | % Q@) Y w\g DN «% gﬁ\y 4 @ Q)
Body weight (BW): 60 kgp)erson@» Puratiofiof loaglﬁl):g/ s‘@ng A ?O $ hoq{\sﬁq@ay
S o © O
AOEL 0.03 [ mkgbw/d P < S & AR

©
The outcome of the exposu@ssessment@th 125 L nga%k s&g’ls p@ent&z% in tabfe 7.2.1-7 below.

Detailed calculations are present dix @& N &
7 S
Table 7.2.1-7: Es%nated@rat@@expos@‘e 25@%ack@ng C:% @
S o SIS .
F i @% Fluoxastrobin
\ng o S ’ @v @é\ x@
Model data ﬁvel @PPE N %[Qotal @wbe(& %.0f Syste Total absorbed | % of systemic
Q S o
O @J@ . ‘dose ¢, IS (0] dose AOEL
k L k
o © (gg/ g/) 703 - o (mg/kg/day)
Commgi&ial seed treat % . @Q § ©\
Application rate: p&oducf& kgo\eed (%@g ﬂqulcol%'Eie/ 100 gxseed, 150 g fluoxastrobin/100 kg seed)
Seed S@darc&lothlr}@ 0.078%7 ©) 1%78 0.0513 170.95
TROPEX T g
Body weight: @Vith REE: mask” e 0309 & @21 0.0153 50.95
60 k Q[ durifg cleard N N @
& S Q 9

Seed S(;@ O @ Y
Application rate: : 1 %oduct @O k&seed (i(@g ﬂl@icolide/ 100 kg seed, 150 g fluoxastrobin/100 kg seed)
i

Se Stahdard c@ 0T g po3ssey 5.13 0.0034189 11.40
TROPEX . U g &©
Body weight: @ S S Q

&
SN IR S
* perator ear ne la@®r of wtk clothfad and additional chemical protective gloves during all tasks except bagging
and ;é

durt eanﬁs& of equ1pment

tor @mg o%layem@\work clothing

@ @@ EN
For tlﬁL pack size, the acceptable operator exposure level (AOEL) is not exceeded when normal
workwedr is worn, and additional appropriate PPE is worn during cleaning tasks.

*k
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CP 7.2.1.2 Measurement of operator exposure

Not required as assessments demonstrated safe use using the accepted models.

& &

S @
CP7.2.2 Bystander and resident exposure @b &@ ©)
g .
Q N
%% °\© Q, § %@
CpP7.2.21 Estimation of bystander and re idént exposu@e é}g \\ @Q @
The following definitions and assumptions for bystanders and resid may be a%@ed. § é\g C&(@&

Q
Bystanders and residents are not involved in appli@%on or hand@%g plant pr@gggtio&produ&s or 1K@
professional handling of treated crops. The questigi¥arises whether it is cessa@ to distinguish betwwen
bystanders and residents in terms of the potegtial f(l);éxposu nd&%&lth rigks. evg{%becqgj the

circumstances of this exposure could differ respect to agioun &frqu@?y, %@duration, this seems

to be reasonable. Q%%ﬂ @Q Q & & @& °

Bystanders may inadvertently be presen&%‘ithiﬁé} direc}y adjagent Q%n a,ri@for ashort period @me,
@ o,

typically a matter of minutes, where, pliggsi»on plant pro@gﬁ@ion oduckys in progres®or has
recently taken place. They may be €xposéd, to pldat pr%@tion@rod maitly vig¥ie ;?nal route
from spray drift and by inhalationp=of drift@ﬁg spray d%) ets. @ndh@ ap;@@atior@@ cqn\ idered to be
worse case compared to field cr@) gr@f@r. S ) & IS o

Residents may live or worlgﬁ\zﬁar areas ofithe application“of p)4at pratgction produé® (e.g. standing,
working, or sitting in a gar%e%n n t@wi?ﬁ of t]@appli@tion). §Fhe Ry be\eg@poswjto plant protection
products mainly via the dermal Toutedrom §pray drift d@posits%@nd bﬁnlgon of vapour drift
(depending on the vapour pressure ofjthe active ‘ﬁtar}c@ Forinfants %ﬁdot ler’s exposure might
also occur orally (e. oughy a@@o-m@th trafisfer a&ﬁ#or ol@ct-témout@%ransfer).

Treatment of seedgwith ELC + FS350 is erf@d in@rofe sional@lants where no residents or
bystanders are p@ent.hem@o oth§9 (un&%olviek) persdys ar &owi@to enter the plant. Therefore,
bystander ex re t CHFXA 35& ringseéed frgatmentis not relevant. A detailed calculation
resident or %/stand@’expo’ﬁure i%onsigred t no@cessa@ ané\gzﬁs thus not been conducted.

X

. @ O
S o N\
S A F.o&5s
CP 7.2.2.2 g@%as&reme@of {@tag}gp\r algb resident exposure

Since no exposu@ of %de f tg&and@%vis expectedoa study to provide a measure of bystander
exposure was fot ne@sary d waStherefore nofarried®ut.
© O O &
¢ o K ©
S R
£ it & 5
CP7.2. Worker expesure <~ <Q
R . %, NS . : . :

Thégnly intended use ogﬁc “EFXA F@350§tbe treatment of seeds prior to sowing. During sowing,

the seeds are in‘%mdiately CO\Q%d by®oil. Cansequently, no re-entry tasks are required that could result
the wotker, Fherefore, a worker exposure assessment for FLC + FXA FS 350 is not

in exposurz§
required and\ias @bee nducted. @
CP7 2@@? @QE t©€® i §\gf ©k
283 im of worker exposure
201 o Fimatin P

9
$
Cp 7.@9.2 Measurement of worker exposure

Not considered to be necessary as no worker exposure is expected.

N(& @nsid@d to § ne§%éry as no worker exposure is expected.
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Combined exposure

o

As the product is a mixture of 2 active substances a combined exposure assessment is required. gﬁhe@
first tier, combined exposure is calculated as the sum of the component exposures without rega@to the
mode of action or mechanism/target of toxicity. Inltlally, the individual Hazard QuotlentigHQ) Qe
calculated for all active substances in the PPP by assessing the exposure accor@ﬁg to appropriate models
and dividing the individual exposure levels by the respective systemic A . This is eq&ale o then
predicted exposure as % of systemic AOEL from tables @ 1-4 and 7. 2&*7 converte{j&o decmlal

Hazard Index (HI) is the sum of the individual HQs. <~ Q @ § t0\9@ &@
Q) %, < S
Table 7.2.3-1: Acute risk assessment from coml&@% exposure @?& {\@ Q @© @Q}
i &L Q
) ) ®
Application scenario Acti&gredient @\ Q\@ E t%at%% po@/ L
° H
& 2 S K SEREN) BY” =
Operators — Seed treatment Fluopicolide\ @%%a @Q Q@ IS - v S 35%@ &’
Standard clothing* IR \ @
A
200 L packaging Fluoxastr@ba S Q&% Q" s 1.5559 @
2 loading operations per day Cuml@qﬁve ﬁlg} Opea;;%or @) %Q e A@ %7@911 Q)
Operators — Seed treatment Fh(lgplcohd@’ AN R \U@ @Q} ) @.34%@)
with RPE: mask during cleaning [~ O S N ) Q @)
200 L packaging (g}uO)ja%t?@om (oA N (07;)@ r§ O @ 9;3%9
2 loading operations per day £§Cumﬁlﬁative@kk Opel@yators&(bHI) R @° © @OM
Operators — Seed sowing ¢, F@picol@g @ ‘@ AN D 7 90513
gk °
Sandard doting®® " g & & o T T & o
X
& U] Cuthlativgrisk @erat@ (HD O S & e
Operators — Seed ment> {ﬁt@plmﬁﬁie . @ @@ S «@ 1.1278
Standard clothing™ <\ ~ &
25 L packagi fk’ @ o ¥1u9%astrobx@g S & 1.7095
16 loading operatlon@@er dé$e %mula&lve “&&%}i’er%@s (HI@ y\?@ 2.8373
Operatorsss Seed treatmen {ﬁﬂuop@ilde Q@ \a@) 0.4421
with > mask durip eanir@) Fl ‘ s @) N 0.5005
25 L packaging NN &\ Hgxas r%@ S g N :
16 loading operat%@s perLg)ay @mulaﬁve r1®0per@)rs (%PI) 0.9516
Operators —ig sowi@ @Qﬁlu@%lidf@\ § @’Q 0.513
sk 2

Standard clotigyig** G S Fluoxasuobin & O 0.114

@% 2 (\yuml@;ve }Qﬁ Opérators (HI) 0.627

* Ope}\ator wearing layerof work&othm 4@% add?@nal chemical protective gloves during all tasks except bagging
Qperator wearinggne lay; %fwor@’lothw@ @

©
The Hazard Ind®x is < 1, if fhe o or ysgs the appropriate PPE during seed treatment and during

sowing of trgafed @g LeQdDuritig seed treatment the operator is wearing one layer of work clothing
and addi%% chemical pyotective gloxgs during all tasks except bagging and RPE during cleaning of

the treati@ag eq ment@Dur' sowing of treated seeds the operator is wearing one layer of work
clothing>Th ed exposure to all active substances in FLC + FXA FS 350 is not expected to
presght a rigkg;Tor §§\operators workers, bystanders, and residents. No further refinement of the
a&&me@s required.

&
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CP173 Dermal adsorption

o

A summary of the dermal absorption rates for fluopicolide in the fluopicolide + ﬂuoxastrobinoFéngOQ
(200+150 g/L) (also named FLC+FXA FS 350) formulation is presented in the 8llowing tabléfg\ v

O
Table 7.3-1: Dermal absorption rates for fluopicolide in FLC+FXA FS 3§ ®& O\Q
— @) @f\ ©
fl © o v
VC 5 uopl(c@g@ @\ N & o
@j Value (%&ose appli(g)@ Q§ § é
Concentrate @@% - QOJQ@@%° é r§ - © %}@
Dilution W o SO3.9% 1 50.4L @6\ NS
(dilution factor) o 9 & [@x AT
= T LY SR
i\g \\ \\ S % ) éﬁ ©§

R

o RN @ N N N

Justification for proposed values — é%?o olide =, ° L &
prop pirgides.” & & & &

The proposed dermal absorption ﬁ@%s fo&]uoﬁ%@olide‘%’re b ?[i 01@) i@m an@%n dermal
absorption study using the FLC+RXA &S 3?%40rm ion§e siidy r%@ ts ar€ssumiharized in the
following table. A full f théstudy {@deseribed 'etai@lo .

ollowing table. A fu summ@ h\ udy it ilelow S é

R 0
Table 7.3-2: Summ\@l of tléresul@f sul@itted &etrmal a%sorq@im :&g%)es fozFluopicolide

Test |Concentrate| Spray, tion, For tio ?ustifi&on&grovide%n § Reference
QM ( diliition > i@stud§ re&%sentflt@ity o&tudy&\

@ factord)y | fepmulagign for current

° Y

m@ O O N N é@rodl@t @@
3 S
vino(02it @@3'9"" © F@@Q‘@:}F?@ﬁ N@‘W“@ o | 205 V-
(Human)| @ {iﬁin4)%@ @%35(@\ ® @ & 537120-01-1
A & & ¥ & .0 .0
AN N
PSS
o & & & o >
Q v ISEEN
o N .U O .0 @
C USSP
) P .5 @
& @ § ¢ &>
o\ @\
< N 0,
o @ &@\ O
@%
@ -l é@ < @Q
N Q
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Comparative dermal absorption, in vitro using rat and human skin
Data Point: KCP 7.3/01
Report Author: _ fff\@? @
Report Year: 2015 o @§
Report Title: FLC+FXA FS 200+150: [14C]-fluopicolide - In vitro dert@l absorption s@r
using human skin S & &
Report No: SA 15160 G P
Document No: M-537120-01-1 % Q % 2)
Guideline(s) followed in | OECD 428 2004); OECD Envirogtagntal Health @?}”Safety Pubygmons Series oy
study: testing and Assessment N° 28 (20p4). Q
EFSA Panel on Plant Protectl%l Products and@r Residues (@R) EFSA é\”
Journal 2012 & S R ©
Deviations from current | none % R 2} S & N & “
test guideline: @&7 @ R © 9 @
Previous evaluation: No, not previously sg&mitted %" @U@v N w\f@’ S N N
R PSRN S
GLP/Officially Yes, conducted u%er GI_(%@fﬁc rec@%ised festin facﬂme@\ @ I
recognised testing AN 6 ® @
facilities: & . \ o g N N §
Acceptability/Reliability: | Yes O & \:\g S A <@ S S
&©@K\%®\@§@©§/&®
i | @ 2 &S LY E
Material and methods @ v S @ Q& [ ©© N
Human skin: So@ Xen&metrk@Hegenh im, Fance. @ & Q
umber @d sex §960n xfema@ﬂ N @ o\@ &
°~Anhatomical region: A@men& Q° R $ @y\?
N Thlc@q ss: 3@62to@70 o \© & w \@
Test Material: AN @ S §9 @ AN
Non—radiolabelle(@@ éﬁtchq @10‘@ 27\ Y @ @
©© ©\ Purlt}{/&f 99,2% w/ \ §
Radiolabelled®y N L&l@lyl U8 ﬂ%@pico@ @
© . @ @
& Batch: I@/IL 9%9 ©\ @7
@ &Spe@@c act : 5.50 MBgdtw ©\
AN R&@unty of the@?mu @)n 98%’%
PO
Formulation: © %The @nul@%@n usg?{n is exp@nent was the Fluopicolide +
@ @Q Fl %)}astrcﬂ)m F@O formgtlation (specification N° 102000028578)
K ©) tan%l% flugpicolidgat a @ncentratlon of 200 g/L. It was used at two
% mi§> conég}atl@s of @oplcohde neat, 200 g/L and 50 g/L.
SRS PR
Tes%ystem: @ Now-t@)ugh @ffusm& ell system (Franz’s cell modified, Gallas, France) was
ed tosstudy t@ abs@on of the test substance (exposure area of 1 cm? skin). A
@° diffusjon celzonsisted of a donor chamber and a receptor chamber between which

$ %% t in was pos'tioned. The receptor fluid was Eagle's medium supplemented with
@ Yo boxine sery@p albumin and gentamycin (50 mg/L) at a pH of approximately 7.4.

@& @Q OThe eptor chamber was warmed by a constant circulation of warm water which

§ § @ m%ﬁ%tained the receptor fluid at 32 + 2°C (close to the normal skin temperature). The

§ @@@ (03 ceptor fluid was pumped through the receptor chamber at a rate of 1.5 mL/h and
Q @Q stirred continuously whilst in the receptor chamber by means of a magnetic bar.

Skin integrity: Before dose application, the integrity of the skin samples was assessed by measuring
the trans-epidermal water loss (TEWL) from the stratum corneum. An evaporimeter
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probe (Tewameter TM300) was placed securely on the top of the donor chamber and
the amount of water diffusing through the skin was measured. Human and rat skin
with a TEWL of greater than 15 g/hm?® were considered potentially damaged @hd
were not used. These samples were replaced by new skin fragments which werealso >
tested for integrity before use in the study. S @ S
& N
Treatment: The dose preparation was applied to the split—thickn%%kin sample \v@% aopf§tte &&@
the rate of approximately 10 p exposed s@%\n The dose @&:para%@ls W,
assayed for radioactivity content (by LSC) byng dose cheéks (su@gate e)
taken before, during and aﬂer@% dosing procgss. é\g Q Q LN
és o & & < &@
Ny LY RO 6 &
Sampling: The receptor fluid pasging thro%h the @pto&:\ham‘t@vas c@bcte{ﬁi glas&als
held in a fraction colltor. Th& fra%ﬁn col@tor tarte@er &ose ap ication.o
Samples were the ollegt@%ourl or the@lration of th@xperin@it 2 urs)t
8 hours post—ap@ﬁatiog@he skcig\fas s@bbed@tb ﬁre@ly prepared 1% v/v en
80 in PBS (p@pha&ohffeg&sﬂ%ne}&ﬁng g&@sionﬁg\lpes tec@’ciem@ from
Kimberley-Chatk p‘%&ssi@o s in:& er to f@movedid retamn the J@abs@)ed dose,
until no oactivity was etec@d wit eiges=Miil onitde’ At.tlieeend of the
iy 4 honDoteinl 21 i od
y (g4 houts”aftergpplicdtion), thy re@ ski d th®skin, adjacent to the
tregfinent site (sm@unding swabsf\were @w. bbed, Each skin anple was tape-

s%i—‘pped @emo@e s@lm coffieum. ”l%is i@lvedotg@appl@tion of Monaderm
°~a es'%j tape @Iona@n, Nfgnaco)@ 5 s?é\eondk ore«@ tape was carefully

%, Temeye ai@st the@irecti@ of h&@gro_ Thi proced\L@was continued until a
§ ‘shf@y’ &earanc@of t pidegwis was eviderf®) whickindicated that the stratum
S rne d b&ﬁre@ved.gﬁ@tapeps were coll¢ted into scintillation vials for
6\ analy‘[éis. Tky%skin S oundiQE the applica site@rounding skin) was separated
@J@ fggﬂ@ the tfated Skin. B@WI su@din in @ tape-stripped treated skin were

retained%or an&gsis. b\ 04 Y

N ) > @ o

' G & NS

Radio%say: o @ T@%mo&lﬁlts of @‘Toae&i&y in the V&QOUS samples were determined by liquid

§§3 sintill cm@@ng (@C). S&ple were counted for 10 minutes or for 2 sigma %
5 s

Q in a prop@e sgiﬁil&iyllatio&cockt ifvising a Packard 1900 TR counter with on-line
©© co&tin&@cﬂiti@ Qu;t@ing eft¥cts were determined using an external standard

)

edtral q@h p@nete G&SIE) method. Efficiency correlation curves were

Y
Q
% prep for sciptiflation cocktail and were regularly checked by the use of ['*C-
° Nh-he deQne sta ds. scintillation counter was recalibrated when a deviation
B 8, @rea@te@han was@bserved when counting quality control standards. The limit
S wr de@ion was' takén) to be twice the background values for blank samples in

< %% ap %ria‘[‘e@@mtill@on cocktails.
@ Q Q %& ©@
Findingg:?@& o © S
Fluopigolide wasdemofistrate be sufficiently soluble in the receptor fluid to avoid any risk of back diffusion.
uopigo] w @ y‘i@ u y solul p u \% y

I

M e@;z) of tHe’ hm@eneity of the three concentrations of formulation applied indicated that it was
acceptab

The study results are presented in the following Table.
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Table 7.3-3: Distribution of radioactivity at 24 hours after dose application of ['*C]- fluopicolide in
a FS 350 formulation at the rates of 200 g/L to human skin samples (All cells).
Distribution of radioactivity (% dose applied) Group. ﬁ ; @6
X2014/8- | X2015/2- | X2014/7 | X2015/7- 14/1
Donor N° X2015/4-4| 28 13 -7 19 12 @6 O
Sex Female Female Female | Female | Female | Female | & N:;§
=3 Q 7
Cell N° HO1 H02 HO03 7AH04 HQ3™ H06 ‘fFMEAN S_&f
Skin wash 8h 98.05 97.86 8840 98.51 @%9.46 98@§§ @72 %”\9@4)1.12 '&@
Skin wash 24h 0.0144 0.0029 0.0@ 0.0532 &©0.0473 @%44 Q\\JJO.O,Q§ 0;5% [
Surrounding swabs 24 h 0.0060 0.0039 /(@94 0.0043 < @%)1014 Q%.OO@ 805 @%10
Total swabs 98.07 97.86 |« 88.69 @)@7 ‘2”;7\ 99@@ @4 X 3376?82 § 4.03
SC1 0.0589 0.0092 X 0&5@89 &048&? 01 D049 0 0.08
SC2 0.0048 O.Q&’ﬁl °\2)©68Q§ \JO (@581 é@ OZZQQ 0.0078 ﬁZ @0.03
Total SC1+SC?2 0.0637 123& 0. 34% Q%S@a © 0. ;&89 @57],@&? 0.1@c 0.11
Donor chamber ND §© N© °&5772 0. O&g %@397 § k§ &@1 0.31
(ORN IAN
:l;(];rsrglli‘BED NN 9 o %@7 87 @ &9 &6 § 99§6> @?&3& 97.03 3.70
Skin %13 i& 0@5 o0.278p 0.035 @ﬁozg@ 0847 0.06] 0.11
Surrounding skin O\VJO.OQ;I i @@004 § 1&45 U@blS o 0@ §004 0.27 0.63
Total skin (\” &7 %, 0. ()],0 @ 823/ 0.043 £9.050 > 0.021 0.33 0.73
SC3 & So. 02D %02 0. @ 07 | VO.O@Q 0.011] 0015 0.018
SC4 m@}y % 0002| « 0003} 6084 000’ epoo| 000s| 0018 0033
SC5 < €§ &%?001 > Qr%d 9. 08\@@ 0.603| . ©0.011 0.003] 0.018] 0.034
SC6 °\@ A @i&; @n.d @ N35 @.00 4 0.009 0.005] 0.008| 0.013
SC7 A o P OQ%S & - @.040 [ O.QQ% 0.009 0.001] 0.010] 0.015
SC8 ﬂ§\) &0.0 ) °\\\i.d @ 0.@ >0.004 0.014 0.002] 0.018[ 0.031
SC9 & ~ f@ § @@ rp}@sw (&)30 @§0.002 0.006 0.003] 0.007] 0.012
SC10 Q © R®Un. N (@\1.5 ®\ 0.3@ 0.002 0.010 0.002] 0.064| 0.149
SC11 @ & @j @ ngh . ”%;?.s n.s 0.006 0.002] 0.001] 0.002
SC12 B Q n.s. @ﬁs N n.s n.s 0.010 0.004] 0.002] 0.004
SCI3Y @§U r@) i Qn.s § n.s n.s 0.002 0.002] 0.001] 0.001
SC14 & ) & @.s. Q@ i) n.s n.s 0.003 0.001] 0.001] 0.001
SC15 @ " m@ ns. B @@1.5 n.s n.s 0.004 0.002] 0.001] 0.002
TOTAL §@+ @& |© 0 0.003 0.774 0.029 0.111 0.044 0.16 0.30
TOTA@%)O&@ITE@ t”\%.033 0.013 2.597 0.072 0.161 0.064 0.49 1.03
Re%tor ﬂUId
- 12h&ﬂ@ 0.029 0.036 0.197 0.043 0.043 0.027 0.06 0.07
Receptor fluid
(0 - 24h) 0.052 0.060 0.268 0.079 0.073 0.050 0.10 0.08
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Distribution of radioactivity (% dose applied) Group Human
X2014/8- | X2015/2- | X2014/7 | X2015/7- | X2014/1 HD 6
Donor N° X2015/4-4 28 13 -7 19 1-12 N= 4
=1 @
Sex Female Female Female | Female | Female | Female
Cell N° HO1 HO02 HO03 H04 HO05 @j@ H06 | MEAN @%§
%Ratio receptor 12h/24h 54 61 74 54 49 3l S g
Residual Rec Fluid nd nd| 00085/ nd|  &nd n@]” 00| 0o
N Q
Receptor chamber n.d n.d 0.3192 n.d @Q n.d ®d &05 (z\\g 0.13(3&
@) S (Q) X D
TOTAL DIRECT 0.0523 0.0598 0.5960| 0.07929 0.607d6 £0.0503 0.1§ 022
7 “
POTENTIAL & 2 N @ % |2
(dose site+ receptor) 0.0856 0.0727 |« 3.1931 0@5 R 0 23\&? (}@45 %.64 v 1.25
Q Z BN >
POTENTIAL O o S ¥ S
(skin+ receptor) 0.0689 0.0?ZG% S @18 O.QE@ 0.1229{ 0. 070@ @8 @.95
SHRESNRS §
TOTAL RECOVERY 98.22 @%7 95 92@ 98.80| © IS 9289 g1 977 25
Evalni 1onf%§cordlé§ to &%A Q@ang@ @ @ @J)
Absorption >‘@% V\@;nn hah;qof study dura@&‘7 N@mc@ SC V@Ques exgept SC1 & 2)
{Qg@ ° 5 Ré@i)ver;&%S% %o cgrrectmn@ede
Ro 7
N O S @ N @I (Q@)se site +%receptor) +
Total % Potentially Absog\t@ble ad@:sted@gccor@ to ;;FSA @\(kﬂ) 1) 5KF. 90/9@
~
*: tape-strips excluding numbers, & 2 wh@ﬂre C(@dered t@e non@sorbe&&e % o\@
SD: standard deviation § § Q@ § @ @ ) AN
n.d.: below limit of dete@ n.s. @ sampfke; n.a: no‘ﬁapphcat% <\© ©@ @é& @@
i PN
In the above table, the pre§ ed meags do not always i\culate @actly @n the l@Sented {Kaividual data. This is due to
rounding-up dlf@ynces resu tlng from the us the s%adshe@mgram @ 6@7%
S @ N

In the s%dy report th%Eell &@ w
ive &bso

@(&er C

looking at the cu
an outlier compagg

@%@“‘“@

1th

lls it s

@ﬁ@wn it the %aphs @)

@gﬁexcl fro;g@he reportedsells due to “low recovery”. Futhermore,
ows that cell HO3 can be considered as
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Figure 7.3-1: Cumulative Absorption Profile after dose application of ['*C]-fluopicolide in an FS
350 formulation at the nominal rate of 5 g/L. to human skin (All cells)

Intermediate Dose Absorption Profile @ Qb
Individual Cell Data (All Cells) N

0.30

o o
N N
o &

Amount Absorbed (%dose)
©
G

0.10

0.05

0.00

. N ®@ O 6@@"\@.% @
Figure 7.3-2: Clz@@@tlve Rbs n Pgofile @r dose appl c@uon&[“@&luoplcohde in an FS
) .

©c @ o o ©
o o o
d I ®

Amgunt Absorbed (%dose)

o
-

Q6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Time (h)

7
25,
% Va

@ =@=H(0]l =@=H(02 =0—=H04 =@=H05 ==@=H06
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Table 7.3-4: Distribution of radioactivity at 24 hours after dose application of ['*C]- fluopicolide in
a FS 350 formulation at the rates of 200 g/L to human skin samples (Reported cells).
Distribution of radioactivity (% dose applied) @
X2014/8- | X2014/7 | X2015/7- | X2014/1 1-%;"’“1’ gf‘;‘é@ﬂnc
o - - - Q
Donor N X2015/4-4 28 7 19 12 «§ K N° <42 <, N D
Sex Female Female | Female | Female Female SRS
06 AN |- b
Cell N° HO1 HO02 HO04 F, HO5 H06 MEAN |- ﬁ
WV,
Skin wash 8h 98.05 97.86| 985N 99.46 Q@ 98.05| 98309 &.4%
D SRS
Skin wash 24h 0.0144|  0.0029 o.@z 0.048]  0.1844 0" o] o7
% )
Surrounding swabs 24 h 0.0060 0.0039 @@'%5043 Q0114 @@0.001@ @%.Ol b 0.@
Total swabs 98.0700| 97.8618| 98.5673 995172 98407| O 9845 =065
9| 00488”0081 >
SC 1 0.0589|  0.0092| 0,048810 0.0%61| &.0493 £0.05 0.02
O O Y
SC 2 0.0048 j@ﬁm 0.008| 26,0228 0.(@% 0.01 @‘?
8 N %, )
Total SC 1+ SC 2 0.0637 <2 0.0423 &4%69 . &o.og@ *&0571@@ 006| ©0.03
D < N
Donor chamber NQD %\JD °0.0266 0397 @ /Nb O.OQ@J 0.01
N) N D N> 5
TOTAL NON- @, 2 & 6§ D & ¥ I
ABSORBED 98.13- 97.@ .65 99366 98.30D  48.52 0.69
R AN 7
Skin 0.018| @006t 0088 0024fs 0P| e 0.02] 001
=) N4 N
Surrounding skin 0004 @ 0.0§ 8918] £ 0.026 @004 é’ 0.01 0.01
X O LAY .
Total skin S avool” ot0 @60.0@ @050 | & 0.021 0.03|  0.02
AN \< S ©
SC3 & 0603| Co00]” adp?| . Poow| el 0.008|  0.007
S \ % DN HNNERS
SC4 O 0024 0001 | €0.004 0009 | =, 70.005 0.004|  0.003
© S € )
SC5 < @§ %Q 0,001 N ndp 0003 @.011[@ 0.003 0.004|  0.004
D O
SC6 \@ N Avnd @ n@ 000242 0&6@7 0.005 0.003|  0.004
Q
sC7 AP QO.QQB ahdd ©0.006F @809 0.001 0.004|  0.004
S O S
SC8 n§ - g@ﬁs S n@ 09004| s 0.014 0.002 0.006|  0.006
SC9 - RNl S nsd?  Sad| 0.002°  0.006 0.003 0.002|  0.002
) 3 5
sclo O © O ws| O ne) o042 0.010 0.002 0.003|  0.004
S e ]
SC11 &y &l Ans @ as|. ™ ns 0.006 0.002 0.001|  0.002
x 9,
SCJ2 < By | o> ns O s 0.010 0.004 0.00 0.00
J >
SCi3 W cons. R n.s 0.002 0.002 0.00 0.00
@"° N 9
SC14 & o | @ n3Q Qns n.s 0.003 0.001 0.00 0.00
) <
SC15 @ n f® n.s @@ n.s n.s 0.004 0.002 0.00 0.00
N
Totaflsc 1\@? O Sz 0.003|  0.029 0.111 0.044 0.04 0.04
N AN
TOTAL DOSE S%@E” 5, 0.033 0.013|  0.072 0.161 0.064 0.07 0.06
@ 0,
%cept@g@ flui
0 - 29 0.029 0.036|  0.043 0.043 0.027 0.04 0.01
Receptor fluid
(0 - 24h) 0.052 0.060|  0.079 0.073 0.050 0.06 0.01
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Distribution of radioactivity (% dose applied)
X2014/8- | X2014/7 | X2015/7- | X2014/11- G"’“";‘:‘;‘“‘gy S
o] - -
Donor N X2015/4-4 28 7 19 12 KN° = 1.?\ IS
g
Sex Female Female | Female | Female Female @
p
Cell N° HO1 HO02 H04 HO05 H06@§ MEAN SD
%Ratio receptor 12h/24h 54 61 54 59| A 53 s Ssle
= \ Q,
Residual Rec Fluid n.d n.d n.@t@ nd| &5 nd sond f ng:
Receptor chamber n.d n.d nd n.d(Q nd[, @ nd) Q
NS
TOTAL DIRECT 0.0523 0.0598 I.?" 0.0@ c 0.0501§© .0.06] < 0.01{0
2 2 ® N
POTENTIAL @@’ N K \® P @@
(dose site+ receptor) 0.0856 0.0727( 0.1515 2338 &.\1@745 [r\b 0.132 0.065
@ o S
POTENTIAL Ol o & L Ol S S o
(skin+ receptor) 0.0689 ﬁyoo @5.12{&) O.@29 0.0709 0.0%@ 0@3
© REFH Y
TOTAL RECOVERY 98.22 @%97:’% 9@0 S 99.&§ 98.41] 9865 §76
) > X
Evalfi 10n%§cordii{§ to &%Ag ang@Q §/ @ &
Y N
R & 2 S %Q No. @@ (CIERAN
Absorpfion >75% With@half,g@smdy@i atiQ@%b (inc@e S(@lue@
N N ¥ N ) 9
N @) & Reggvery <@5%? Q]%corr@pon needed
o - &
o\@ © N § g N &Mea@;ﬁe site +%receptor)
Total % Potentially Absorb@;e addgsted rdi@to E@ (2017) +(§§*1. 0.21%
N . . i . N Q & N
: tape-strips excluding ers 1 whl@ consggigred to §on-a bed dose: Q &
SD: standard deviati é N \Q «:§ @@ & @
. P . . & . \ O\ @ @ @
n.d.: below 11m1tetect®n.s..no mplec;%a. not %%bcable.& § 7,
& &> L O s & @b ©
In the abové&aible, the presented mean d@lot al calc@ exactly@?om t@presen@individual data. This is due to rounding-up
differen@esulting from th@!e of b@ﬁread program. @ @ N
& . @ o\@ @% =N v Q\@
FUEFSE S
Sy § & o &
o O ¢ .© o ., 0 @
Q O 0 SN S D
¥ o K 2
S S o W2 T
& 2 QY&
Q& AN NS >
N RSP Q &
o & e &
s A &SR
@ < Q & ©@
& &S
@’ @@ @ o v
S
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Table 7.3.5: Distribution of radioactivity at 24 hours after dose application of ['*C]- fluopicolide in
a FS 350 formulation at the rates of 50 g/L to human skin samples (All cells).
Distribution of radioactivity (% dose applied) Group H{%g% n @@6
Sex Female | Female | Female Female @S)
X2014/1 | X2015/1 _oi ©®
Donor N° X2015/4-3| 1-2 -12 X2015/8-7 é{ \é !
O 16 )
Cell N° HO7 HO8 | HO09 H11 MEANY{ ~ SDA
Skin wash 8h 91.36| 102.93| 132.20 P10180 | 9136 | &
O SEES S
Skin wash 24h 0.01 0.10 0.01 A0.11 396 10,01 5
: ) N 9 S
Surrounding swabs @ & @
9 .
24 h 0.0010| 0.0012| 0.0040 > 06085 0.80" | 0901
%2 RN S
Total swabs 91.37| 103.02| ©@2.21 o592.79] 101.96_4 91.37
I
SC1 0.104] 12935 0.08%] N 0461 D0.4@ OA@
D)
SC2 0.099| 0357 o®20 167 B2 (§‘§)99
9 N
Total SC1 + SC2 0.20 @%65 & 01K @ g@% &9.54&@0.59@» 0.20
N o S -
Donor chamber n.d. Q ng., en.d. DT Gnd. mg% n.a
=4 = Q K
TOTAL  NON- @ > LR R
ABSORBED 9157 | 104.67 4513232 < 93P o255 | 15.50
@)
Skin . 9011|© o.@§ .08 2,0.36 020 | 0.16
7
Surrounding skin %, 0.00% 6008 ©0.01& 5\% 0.010 0.01 0.01
U@-’ & N\
Total skin L 01255 048 o0 037 021 | 0.16
N ~
SC3 @@ ©0.01Q 0308 9.009° @%.086@ 0.079 | 0.116
S S
SC4 ©© 0006 01230 0.018 S 0078 0.044 | 0.047
scs .9 nsl? 0067] @dI10 P.060 0.027 | 0.030
sce AS & ax] Bis7L. 0008 Q" 0.055 0.050 | 0.072
S S
sC7 QP  Sons. &o.@ﬁ 02005 0.040 0.011 | 0.016
~ 0 (2
SC8 9 @ n§§ @917 |-."0.00 0.016 0.006 | 0.008
Q NS ® Q
SC9 ©@ @O s, 0.01 © 02006 0.015 0.006 | 0.008
Q SIE2
SCI0 S © nsP 0 .. 900 0.010 0.009 | 0.014
2 i -
SC11 &7 n, n.s.4®0.@® 0.135 0.023 | 0.055
Q@
SC12Y /\@n.se © Q] B006 n.s 0.001 | 0.003
O (@ ©
Total SC3+ @° | 8775 0.07 0.49 026 | 0.31
N A
TOTAL OSE §/ v @
SITE <> & 0.13, 096 017 0.86 0.46 | 0.40
D SIS
ReceptdRfluid Q@ A §©
-1 O 9275|0233  0.071 0.492 032 | 022
R@e@ptor@d @
(0 - 24h0 0.281| 0.298| 0.128 0.616 038 | 027
%Ratio receptor
12h/24h 98 78 55 80 82 15
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Distribution of radioactivity (% dose applied) Group Human
Sex Female | Female |Female |Female Female Female HD 6
X2014/1 | X2015/1 | X2014/8- KNN=°°6 1 @§
Donor N° X2015/4-3 1-2 -12 1 X2015/8-7 | X2014(7-8 @
Cell N° HO07 HO08 HO09 HO010 H11 @ﬁz MEAN S‘@Qb
;\ =
Residual Rec Fluid 0.012 0.009 0.017 0.007 0.023 % 0.020 0@?2 (£009 e
R \ K
Receptor chamber 0.135| 4.927 nd. @93 0.783 1.650f0.135 ) 4.92%
S
TOTAL DIRECT 043 523|014 . 047] 336 249 168" | av4 S
@ S TN P o
POTENTIAL N Q NS
(dose site+ receptor) 0.56 6.19 0@@ 0.52 2@%> Q3.Q7 D™ 245 @7
q R RS
POTENTIAL S 2 @y %\ %@J @6 °\% R
(skin+ receptor) 0.55 542] Q0242 51| o> 1LY 91 1.89%  2.00
Q ~ 5 N
TOTAL S @ \@ R % S & o
RECOVERY 92.1 11%& 1&2 6 102&§> 495.9 945 104.7 §.3
NS Q
Evaluaty@accgﬁhng @Fs@ulda@ (2019 JQy@ B
@f NN D 7
Absorption >75‘%§/1th1n half 01; study dqratlon‘g%es (@;@ude,@ valpé@ v
©9 % N>
@ N Mean@ecoy@ <95@’ N@rrecn@ ne (54\\
Total % Potentially Absoﬁ?ﬁbl%&djuste@cor@ngt FSA Mean &%km @@%re(%ptor) + (SD*1) =
NI 2017) 3.9%8 A
SD: standard deviation; N: number @kln c%s used@al@on v §
N SR
n.d.: not detected (belo $he llmlt@?det@én) n@: not §1cat§ o &
In the above table, th resen@bmea %not% ays lculate@ctly fgpm the esented@ldlvidual data. This is due
to rounding-up difi ce%ﬁsultmgé@om t&use of’ %& pre eet pr m §
Y & .9 K @
Conclusion: N N @
The dern@@%enetratlon &oug@lma@r t@ed kin of @@blcohde in the fluopicolide FS 350

formulation was 1nvestl@%d at@ee nominal goncentf@ions Mespo@mg to the neat product (200 g /L) and to

o,

two representative s@a dlh%\ls o@@ gLQO o> & R
N \ @ Q @
Concentrate & %
<
The mean p nta Q)f e in tl@ F @X @ 350 formulation that was considered to be
potentially absorbable fo forpiulati ppl the EFSA guidance (2017) to the study data
was 0.2 @ @{ '@ @
@
Interme iate Doseg@l % N @} N

The\mean percentage of@ﬁlop@hde ii~the @}FXA FS 350 formulation that was considered to be
potentially abs@sable for thekneat ul@@n applying the EFSA guidance (2017) to the study data

was 3.9%. S \% %
Therefore&ﬁ fi i err% absc?@tion values can be proposed for use in the non-dietary risk
assess@s fo uoplc ide e

FLC+FXA FS 350 formulation:

@ 0 2@for @e@&fomulatlon (200 g/L)
Q. @@A) for the intermediate dose (50 g/L)
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Assessment and conclusion by applicant: 3
An acceptable study yielding valid conclusions. X @ @6
N
& 2> o
& ©.8
A summary of the dermal absorption rates for fluoxastrobin in the ﬂuopice%@de + ﬂuoxa@bi £5'200
+ 150 (FLC+FXA FS 350) formulation is presented in th@llowing tab{é%ﬂ NN Y
e @ &S L0 @
R TS & &
N X
@ & & VO &
) N & o8 ©
% ? Q0O 3
99) N @ \ © @
X N . T T AN
A A T S
R (€ @ @ S % '
RN N
PN N NN S
Q& Sy &g °
9 9 S) o L
o = ¥ S o ° S
< S AN @Q é
" & %
SO N S
e O N L L N L9
Ny 8 e Y
v e O ¥ .0 & )
S TS e e %0 <
@ S SIS @© @ @
N Q N v AN o 9 @é& Q
SRR WS
& £ .0 O « SIS, S
(VRN N N N
SV I
&@ \@Q O\@ @% \@Q o O\@
SE®) S
§ RENIIAN > & >
2 @ § & \% SN
@ 9O g © o .0 @
QOO O N O D
¥ o K & e
<) S o L2
@’ 2 Q @ SIS
i AN NG RN
B v S L@ @ N
N (g @\ R Q
@° & >
ST} gf § N
@ < Q & ©@
(RN
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Table 7.3-6: Dermal absorption rates for fluoxastrobin in FLC+FXA FS 350
Fluoxastrobin o
QS
RS
Value ®\ o4
% of dose appli @
(%o pphi & J(\@
U@ o\
Concentrate 0.07"/& ] § o 5
\ Q,
Dilution V® 0% @ISPL S N >
dilution f: @ § > é
(dilution factor) %} .0 g}g S m@
% Q @) & & (@) @
DI
Justification for proposed values — Fluoxastrobin | @ °\ \% §

N
The proposed dermal absorption rates for ﬂ@)xag& @ﬂbaseﬁ on aflin v1f§ human skin dermal

absorption study using the FLC+FXA FS350 fepmulation. Th@study resu@ are s

following table. A full summary of the @dy 1&&%5@1&\ in dgail b&

v
‘”\9
Table 7.3-7: Summary of the I lts @lbm@d de@aal al@@’rptl tud@or @xas robin

0E,
’jﬁ%
5

N §) @% Qudy fo%mu@on for 12 2

Y
Test |Concentrate| Spray di@tlon@ Forr@latlof} @ﬁic @n @@ Refexence
(dll fac@ tlldy(@, @rovided on @ ©© N
@ r{éprese@a ivitgyof | O

N N S @@ é :@gx;ent pLO uc;@ {z\o\,
Invitro  [0.07% 0.73@z§ %@ ,OELCJrF @requéd é& JI 2016 M-
(Human) @ (ki) S 9 FS 350 @§ @ o 548487-01-1
()@ N % \ o & NN
R N =
@© @@ %© ©) K@j @ §
Comparative dermal absorgﬁon, in vttr@usmg@"at a@d hu@-ﬂn skin
S & & & S

& S Q o
Data Point: . . NN N
Report Author: &Y ‘N Qy

Q
Report Year: 9 [\% v A &7

Report Title:
eport T1 e@@ @@

+FXAFS 2@-1- 15®0rmu@flon [14C]-fluoxastrobin - In vitro dermal

nilgﬁ’d Asge
@rand thgir Residues (FPR), EFSA Journal (2012)

@sorpg{%l stu@gusmgfﬁuman?slgm
Report NoA BA 1502 % @@ @
Docume#éNo: & | M-538487-64-1 o
Guidelin¥(s) followe@ ECD 428 20043, Egﬁnvironmental Health and Safety Publication Series on
studﬁ\a s m 0 28 (2004); EFSA Panel on Plant Protection Products

Deviations fronf@urrent ln@ @Q@ Q

test guldelmg@%& %%
Previous evéjuation: ‘Wo, not previgusly submitted
SR g previed

Co

reco&%ed tesd R

o

GLP/O@Clal % @%onduoted under GLP/Officially recognised testing facilities
@éa <

fagilipies: ¢ o
Adeeptahility/Reliability: | Yes
(@

Material and methods
Human skin: Source: Xenometrix, Hégenheim, France.
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Number and sex: minimum of 6 donors, female.
Anatomical region: Abdomen.

Thickness: 357.2 to 496.0 um. éf
Test Material: N @
Non-radiolabelled: Batch:  EDCI000205. @ @® @
Purity = 99.5% w/w. @,Q S . N
Radiolabelled: [chlorophenyl-UL-'*C]-fluoxastrobin % § @\ 2
Batch: KML 10000. % SSURRC IS
Specific activity: 3.77 MBg/mg. VC@ @ g}’ Q\ @Q
Radiopurity of the formulation§99%. @Q é\”@ Q@ § N
Formulation: The formulation use % this expcgme Qwas@he @uop @1 de %@

Fluoxastrobin FS 3 (200 + @0) {ormu on pecﬂ&g tio °
10200008578) cont%mng xas robin Q%?c trat on of 150 g/L. frwas
used at two nomina con%gp ratl(@s of fl u, 0Xas 1@&‘[ 15@ g/ @d 3]&.50
/L. N
g STO \\ @ % @Q @
Test system: A ﬂow—thro@ dlfﬁQ%n cell, syst@ﬁFra%Q cel@ﬂo ifigd, Ga Fran@) was
used to st c@the %orpt@ of the test % an xpos§ ﬁ ci# skin). A
dlffuswri%ll c smted@f a do@r chagiper an@ rec r ch er b%ween which
the ski@was ﬁmmone@Th eptofdluid \@ Eagl lemented with
5%:pdvine se\rum ml&and gent%myc&@(%o m&iL) a% pH of @43 to 7.45. The
rggeptor ambe@was @armed a constarf’@lrcu on of@arm water which
“Smaintained the %cep uid gi32 + & (clos?o\’to the@orm@(m temperature). The
é\a recgﬁ) ﬂ&ﬁ@was p@npe @roug&t tor egamber% rate of 1.5 mL/h and
@ tirred c@nu whl@m t cep@ chambet by méans of a magnetic bar.
S RN S
Skin 1ntegr1t%©© ©\ Befor% dosé%@pplic@n tl{fmteg ty of the§kin safaples was assessed by measuring
g@@ the trans- eplderm%k watefoss ( L) fipm the@tratum corneum. An evaporimeter
.9 %probe?(\f@w?@ N@O) Wa@lac@secur@@eon the top of the donor chamber and
&Q\ @© the @ount ater%dlffus thr@ the@%ln was measured. Human and rat skin
@\) with a TEWL o§eatei\ghan 5 g/hm&%!ere considered potentially damaged and
N) were sed. Eﬁhese s@pples @ere replaced by new skin fragments which were also
9 @est or 1nt@r1ty ‘ligfére u@mn the@udy
@ O @
Q O
Treatmer& B

w2

Ope,

D

e d@rep I@lon @ app@to the split-thickness skin sample with a pipette at

@7 9 the @ of d@proxiimately, F& pL/cm? exposed skin. The dose preparations were
Q\ a%?yed far radloxtlwt}ﬂ@ntent (by LSC) by using dose checks (surrogate dose)

\y\? ) @@k nb@{@e (;3 g an@fter the dosing process.

N

Sampling &@ %% T %ce ﬂ@ﬂuid &ssing through the receptor chamber was collected in glass vials
@ Q d in a fractipti@ollector. The fraction collector was started after dose application.
@K @@ {gs were then collected hourly for the duration of the experiment (24 hours). At
§ N) % Jts post-application, the skin was swabbed with freshly prepared 1% v/v Tween
N O~ &Y, 804in PBS (phosphate buffer saline) using natural sponge swabs, in order to remove

Q© é@@ v @’ld retain the non-absorbed dose, until no radioactivity was detected with a Geiger-
(’9 Miiller monitor. At the end of the study (24 hours after application), the treated skin

and the skin adjacent to the treatment site (surrounding swabs) were swabbed. Each

skin sample was tape-stripped to remove the stratum corneum. This involved the
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application of Monaderm adhesive tape (Monaderm, Monaco) for 5 seconds before

the tape was carefully removed against the direction of hair growth. This procedure

was continued until a ‘shiny’ appearance of the epidermis was evident, widoh @
indicated that the stratum corneum had been removed. The tape-strips were cellceted §
into scintillation vials for analysis. The skin surroundf@ the applic si
(surrounding skin) was separated from the treated skin. Both surroundin skin @

tape-stripped treated skin were retained for analysis. % N @\ 2
O L9
@\9 \ o\
Radioassay: The amounts of radioactivity in@ various sa@es were de@?ﬂﬁn@by lig &@

scintillation counting (LSC). S{nples were co for 10 mip\{lg@s or 2 si % Q
in an appropriate scintillation,cktail using @jackar% 1900 TR counterwit —linéx
computing facilities. Que %g effects were et@ned 'é@&ng a@terr@l stand@d
and spectral quench parameter (tSIE) hod <Efficieqipy co@aﬁgn@rves@re
prepared for each scit@?atior@%cktai@nd weke regu@“y ch@ed by the us (;?[140
n-hexadecane standards. T@cint' ion eQyinter v@ rec. 1ibrate@hez@viati&no

of greater than 2%.was observed When Qguntin ality@ntrqj\?tandar . Th

1t
of detection v@} ta m\to lg&icg\ﬁm b%;@rounixah@y@)r b@k sar§:n

appropriate @Qﬁtillégon coocé@ails. & O
$ TN S o4 R 2
Ve o » & 9 .0 O ~
AN § O W9
¢ > v L K SN
Findings: 7, ™ AN h &@ @ ©
Fluoxastrobin was demonstr@jd to bés*\ufﬁcéﬁy so@le in @ receptor ﬂ@@to a%%%)an%@@k of back diffusion.
° v

N 9 SN N . N .
Measurements of the homogen@g of @he tw® éi/» tlon§f f@imulatlo‘ﬁ\ﬂappl§ indicated that it was

acceptable. é\” @ @W\g @) é& K\

N
The study results a@%se@d in J{llm@ﬁg @les. , @© @@ & @
O NN

Fso o sd & e
& F§ ¥ s e
FEFLTF s
> & & 5 = o
QS L LS
@ O ¢ .0 © .0 @
Q O O O N D
Y S K 9 O
3 S & W2
@’ 2 @@o%
S Q\&@
> %@@Q@’Q@@
S @f&@\@&@
@%
N Q
§Y§©%©@
> O o
¢ F s S
@’@@o%



Page 51 of 70

A_ 2020-08-06
BAYER
\9 Document MCP — Section 7: Toxicological studies
R Fluopicolide + Fluoxastrobin FS 350
Table 7.3-8: Distribution of radioactivity at 24 hours after dose application of ['“C]- fluoxastropin
in a FS 350 formulation at the rate of 150 g/kg to human skin samples (All cells) ©©
Distribution of radioactivity (% dose applied) @ @®
€ Grou Hu@
X2015/4- | X2014/1 | X2015/5- | X2015/8- | X2014/8- | X2014/7- H
Donor N° 7 1-10 1 10 23 A 15 § NG g
RV K KNo=12
Sex Female Female Female F {@le Female, | Female &, n@ @)
Not | uis | nusS | i
Cell N° HOI H02 H03 04 Hos H06© | MBAN |8D g
X N
Skin wash 8h 94.19 99.27 94.98§@ 100.42 {)& 89. 18 &908.97 %4.8@ 443
_ &
Skin wash 24h 0.2287 | 0.0036 | 0.0 0.0012%, 0, s 0188 621 | %32
N Y] S |- 9
Surrounding swabs 24h 0.1601 n.d. f\g\%n.d. n@ OQQQ &%007%*7 Gr.d. > 0.03 0.06

Total swabs

SC 1

Y U@’ o

9458|9927 | 9498] w043 90.0% | . 9L15] 9@ 418
D) ° @

0.9662 | 0.1172]° 050033 \00@3@ 001519 0.0892 | . 01945 0.38

SC2

@ O
0.0647 | 0.0435 %oozg\v 060024 | 2 000@ @n.d.f@@ 0017 003

Total SC1+SC2

e © 9
o3| So0a2|T o 0.08) f,@oz 009 . %020 | 041
)

o

9 Y Y Q

Donor chamber 0.3284 | @ 0.02%6 @n.d.p 0.0@g? (@%@.283& (}@OO 0.17 0.15
A

TOTAL NON- § ~ 4 © o 2 &

ABSORBED 9594 &9.42 D 9@9 %o0.51 @32{({ 91.45 95.44 4.10

o, < @ & %

Skin 0.4934 N 0.01127] 4 02§\C§ 0.@@8 . 0.0086] @@20 0.09 0.20

N J

Surrounding skin

v O < @
Q083800 09198 |p, 00083 | 00058 © 06374 | < 0.0034 0.15| 034
XT

§ N

Total skin S @33 | ©o0a] 00019 & 0.05®  0.01| 024] 054
N;
SC3 @9@9 \\@125& 0899 | @ nd> 20022 Soodﬁm nd | 00231 0.0501
SC4 ~ © 0.0983 | 00018 | cend | 00018 oG4 nd | 0.0176 | 0.0396
N SOV-S S @ | ©
5G5S a396LY 0.06% ndQl  0:913 [\ 0.0015 ns. | 0.0088 | 0.0172
© W Q° © |
SC6 O i | 00059 4 0.0632 |, 0.0015 n.s. ns. | 0.0035 | 0.0022
S
SC7 @ﬁ ns. L0008 . Dnd |© s ns. ns. | 0.0007 | 0.0000
D) (f@ o Q
SC8 \@@ w©Q ngl | Cad |© Q@Q @ ns. n.s. ns. | 0.0000 | 0.0000
SC9 oo | Q00016 L Gs. | ns. n.s. ns. | 0.0010 | 0.0000
~ N
sclo & @n.s.<§ 00084 | & %\ﬂ n.s. n.s. ns. | 0.0024 | 0.0000
sCl1 A ndd  ws n.s. n.s. ns. | 0.0000 | 0.0000
~ N
SCIZ\ @.s. @0.0@;7\ &© n.s. n.s. n.s. ns. | 0.0017 | 0.0000
@
SC13 $ Q%ll Q n.s. n.s. n.s. n.s. | 0.0000 | 0.0000
7 @

TOTAL SC@+®/ ! @%’3 K 0.029]  0.003 0.006 0.007 nd. |  005] o0.10
TOTALQ@%E sH¥ %3 0.06 0.01 0.02 0.05 001 029 | o0.64
Recep: ﬂuid@@ @§
© 2 0‘@24 n.d. nd. n.d. n.d. nd. | 0.0037 | 0.0091
Recepto d
©- z%@ 0.0679 n.d. n.d. nd. | 00147 nd. | 00138 | 0.0272
%Ratio receptor
12h/24h 33.0 100.0 100.0 100.0 0.0 100.0 72 44
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Distribution of radioactivity (% dose applied)
Group Human
X2015/4- | X2014/1 | X2015/5- | X2015/8- | X2014/8- | X2014/7- HD 5 - N
Donor N° 7 1-10 1 10 23 15 N= 4
KNX=1 @
Sex Female Female Female Female Female Fémale
Cell N° HO1 HO2 HO3 HO4 HO5 | cHo6 | MEAN 3D
TOTAL DIRECT 2.49 0.00 0.00 0.00 0.02\ 0.01 @QOM@@ 1.09)
POTENTIAL @ N L N
(dose site+ receptor) 4.09 0.06 0.01 V0.0Z 5%‘ 0.%@ @ 1 @.65
&)}
POTENTIAL S &© X Q© @(@ q
(skin+ receptor) 3.82 0.03 00000 0.02 S 0.07 («@02 0.66, 1&
TOTAL Q'?Q} 2| ] _d % >
RECOVERY 100.0 99.5 95.0 . 100.5) '90.4 (Qy %& 96.15 |"C°4.51
=) ~
Evaluation ac@rdi EFS?K Gui@%nce R@J @Q &
S ® 2 &
Absorption >75% withi&i%f ofg%y dm;%iong\ %Io. @gcludg@ Valuec?exceﬁc 1f@2)
\y DA
@ "\}ecov@y <95%2 N@%orregfﬁm ne;{@d NS
Q
Total % Potentially Absorbable a@%ust@cco ding tqﬁsp\@[ea dos§=z +‘@cept@ + (SD*1)
&S _ QU =24% O O .S
SD: standard deviation =2 7 N SEES N Q
ST PRSI - LA N
n.d.: below limit of detection; n.s.: ampledn.a.: applicable. @ @)
In the above table, the presented mg%s dofgt alw;§;:alcu afe exactlgyfrom thé&pres%@ indjvi@al daga, This is due to
rounding-up differences resultingéfrom th&dse of spreadifeet program. N %, @ %,
N
S 2 D O« % §
v @ °\ @ Q& "\
> TS e & S
SIS DG SN G R
@) @\ S N N & E)
© o & & L s &
S & N 6 S @
TS e s <
2 N A SIRS @ ©
> o O & & N
A O@\Q & O v O
A
D S @ AN @©
Q N (&) N < (7]
o O . o  ©
Q0O S & b
AN SRS %Q & @
o & @ &S
& 2 Q & &
Q A\ N @} N
> S S IR S
N (g @\ R Q
> & @ A
SECSIV N
@ < Q & ©@
& &S
AN % S
@’ @@ @ o v
S
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Cell HO1 was excluded as the values for the stratum, corneum, skin and direct absorption were clear outliers

compared to the other cells as measured by the modified Z-score test.

In general, finding the "Outliers" in a data set can be done by calculating the de
expressed as either a "Z-score" or "modified Z-score" and testing it against ce

Z-score typically refers to number of standard deviation relative to the stati

Z-score applies the median computation technique to

@easure the d&y

tion for eacly

m 9
in predeﬁne&hrqsl@.
ical average. Zﬁhe M@ﬁe

tion. Matlx aglc@ly %\eﬂ

Modified Z-score can be written as: @ é\a \ @ @
A S
Mi=0.6745 * (Xi -Median(Xi)) / MAD v Q @@ C&©
where MAD stands for Median Absolute Deviatio %ny number&h a %tea set&y@th the absolfife Va{
of a modified Z-score exceeding 3.5 is cons1der@- "Outlier' \ N @ R— O © @
@D L N
Table 7.3-9: Modified Z-score result foéie stl@@%m carneu C3+#k| dlrec}a ptlon
results for FXA follown%apph Cl- @as@bm in @S 350°
formulation at the rat%) 150& to hgmanégkl sa%)les ( cells)
Cell N° SC3+ (%do@) N m@n-valu® | Mod Z gdore
HO1 0.263:° @OUT@ER oy -02865 N @34 g
RN Sl RN
HO02 0087 ¢, © }@RM@Q’ 002050 | O 98
HO3 @003 % O ENORMAL | ©°0.0039 K7  « -05
HO4 0006 s "NORMAL |9~ 0.0995 O 0.1
HO5 o.;i@g O oy INOBRMAL | 890052 ¢ 0.1
HO06 o 2 & & |[NORMAE | =0.00658 | v -0.9
f(\% & Q O O Ik S
O Fin (‘Z&dﬁ?e) S > Omeansvalue , N mod Z score
HOl | &0 B Y | ODTLIER, -Tf/305 44.0
HO2 |  © 003 % L NORMAL | 5-0.0087 0.2
HO3P & 0% o "NORMAL g 0.625 -0.8
H SO 009« o NORMALSS @005 0.2
Aos | Y 65 | NORMAL | %0.025 0.8
>~ H06 5 N0l &0 Y INORMEL | Y0.015 0.5
N @ S o S
QD) &ﬁlrectﬁé)dose@) S| mean-value mod Z score
HOI [ 49 N @ | QUTLEER -2.485 335.2
H2P & Lo @ . ANORKRAL 0.005 -0.7
Hy| O ¢ 0V O . O NORMAL 0.005 -0.7
a4 | Y O <00 & & | NORMAL 0.005 0.7
H05 902 .9  |WORMAL -0.015 2.0
Hoe | .2 Q0017 & «['NORMAL -0.005 0.7
N SN
N NN
Furthermore, thegyalue for the receptor @ambas anomalously high suggesting an experimental error
such as conte&@aatlom&ﬁhe gﬁ)le % @
2
s &FEST
NN SIS
S @ o
& & T e
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Table 7.3-10: Distribution of radioactivity at 24 hours after dose application of ['“C]- fluoxastrobin
in a FS 350 formulation at the rate of 150 g/kg to human skin samples (Reported
cells). .
’ & b
Distribution of radioactivity (% dose applied) s Group H n Q§
X2014/11- | X2015/5- | X2015/8- | X2014/8- xzolq@- HQS Qb
Donor N° 10 1 10 23 19 =5 o
K& =1
Sex Female Female Female Female l%nale o %@
o © N >
Cell N HO2 HO3 HO4&S | HO5 @ HO6 M@A% SD @ &@
) @
Skin wash 8h 99.27 94.98 | 190.42 89.88 90.97%, 94@? A94 c&©
\ZJ \Y) @
Skin wash 24h 0.0036 | 0.0050 | 9.0012 | 08318 [er° 0.1838 | €020 “0.354
» q \S) @; %
Surrounding  swabs v . @ S @ TN <
24h n.d. na | #0024 [N 0007 | 5 ndef 0092 | 003
N4 © 0@‘7 o
Total swabs 99.27 | .94.98 %100@9 @@01 © 91.15 95.17 @%4.6
DD \Zj
SC 1 0.1172 | < 0.0053, @Qoss ©0.018T) . G002t 03] 693
O N )
SC2 0.0055R 04624 % 0024 9;"@062 & o @%03 6003
] > <)
Total SC 1+ SC 2 od2 | Q. 0.01 § 0. (@ o1 1S 0,03 0.05
RS O Y
Donor chamber 00296 wf@ @ @711(9 0@%%35 02000 013 | 0.14
A RN s
TOTAL NON| = S ~ N ©
ABSORBED o oodr| 94990 100%1| o0 29145 5 9534 | 458
2 T e
Skin 89112, 0. .009@< 0.0086 %o.o@ 0.007 | 0.004
U 0, 9, 4
Surrounding skin X | C0.018%| 0002348 0.005% | Do37e) o034 | 0014 0015
Q AN N2
Total skin § S ch%3 %000 | L 90020 605 | D 0.0 0.02 | 0.02
© N e
SC3 o O ~0009 . @nd kS oop2| 0014 nd | 0003 ] 0.004
Ny 2 )
sca .. O gags b 0014 | 0004l nd. | 0001 | 0.002
o 2 9 Lo @)) N 0 'O
SC5EY " 00017 nd. | €0.0008]  fwol15 ns. | 0.001 | 0.001
< . D s O ~
SC6 & | > 0.0859 032% 00015 | Y ns. ns. | 0.004 | 0.002
sC7 o 68014 1 o ® | “nsd n.s. ns. | 0.001 | 0.000
Q 7 UJ/ o, & %
SC8 @ ©< @Q n.(ﬁﬁ ©\n.d. @ ey n.s. n.s. n.d. n.a.
A AR i N@
SCY O oo | Q nd? @)@n.s. n.s. ns. | 0.001 | 0.000
) N ~
sc1g¥ A @004 S [ s n.s. ns. | 0.002 | 0.000
Ny
S&J1 < f\% | D ng> n.s. n.s. n.s. n.d. n.a.
S (N
SC12 N o Ak(@.@017@ . @Q. n.s. n.s. n.s. 0.002 | 0.000
G S
sc13 A AN @o.o@ Qn.s. n.s. n.s. ns. | 0.000 | 0.000
s > >
TOTA{< c3 B 00279 0.003 0.006 0.007 n.d. 0.01 | 0.01
N
TO*@L Q@DO% >
sg 5, 0.06 0.01 0.02 0.05 0.01 0.03 | 0.02
oy
%{ecep@ ﬂuld°§
(0 A2h) n.d. n.d. n.d. n.d. n.d. n.d. n.a.
Receptor fluid
(0 - 24h) n.d. n.d. nd. | 0.0147 nd. | 0.003 | 0.007
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Distribution of radioactivity (% dose applied)
Group Human
X2014/11- | X2015/5- | X2015/8- | X2014/8- | X2014/7- HD
Donor N° 10 1 10 23 15 N=5
KN°=1f® g
Sex Female Female Female Female Female,
Cell N° H02 HO03 H04 HO05 H@§ MEAN | SDE
%Ratio receptor § § S
12h/24h 100.0 100.0 10040 0.0 &% 100.0 N80 P 45 48
"% 0 QY e
TOTAL DIRECT 0.00 0.00 0.90 00@ 0.01 |@) 0.0£ 0.81
’ N
POTENTIAL @ o R S o
(dose site+ receptor) 0.06 0.01 @% 0.02 %07 © @2 N0.04 0.034
@J N4 (@) %
POTENTIAL . NN
(skin+ receptor) 0.03 00 | 0.02.]Y @%’7 2o 0.0 003 | 002
@ > U@’ o
TOTAL % > @ Q S S g@% -
RECOVERY 99.5 | «, 950 @0.5 B 904 P15 9537 469
S X
Evaln a@\g}rduém EFSA Gugggce O o & S
N S
@ @>No %nclu S%ﬁ@)\/alues
Absorpf@n >78% w1t}@g half E‘g}s‘[udy@ratm@ exggpt SC
O
@ N @ Recg%ry%@’/ ? <>t:orl@tlon,,&eded
\ 2
% LN & @ S A Mea? %dose site
2 O @Q 5| emecepten) + (SD*1.2) —
Total % Potentially }bsop&\ble adjuste or@g to @%A &i017) &07%@\9
Z o
(OIS N NS
SD: standard deviation o @ Q@ § §’ Q S
n.d.: below limit of dedection; ®%.: n §zmple . not“&pphca e @& @@
In the above table, pres&d meansdo ndta always@culate%g(actl fro th sente&\mdmdual data. This is due to
rounding-up diffetgices reQulting ftQin the 8 of the spreadsiicet pro@n
5 N g A
o Lo R
N \
& &8 @@% s &5
N N
SN SR
) SSES
@ § @@ S < @j@
o O . o  ©
TS s R
S\ L 4+ 9 @
o & @ &S
@7 N Q @ ©\
Q A\ N @} .
5 S S
N (g @\ R Q
@ > & Q
S} %,
@ < Q & ©@
& &S
S &S
N @@ @ o v
S
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Table 7.3-11: Distribution of radioactivity at 24 hours after dose application of ['“C]- fluoxastropin
in a FS 350 formulation at the rate of 37.5 g/L to human skin samples (All cells). ©©
Distribution of radioactivity (% dose applied) @ Gr u @
& )
X2014/8- | X2014/7- | X2015/2- | X2015/3- | X2015/8- | X2014/1 N LD\
Donor N° 14 18 11 1 8 4 13 | & N
)
=15
Sex Female Female Female Fe@le Fema&% Female «| KQ@ 1@
] <)
Cell N° H07 HO8 H09 }ﬁo HR HI2® D@N 8D 4
AN Q
Skin wash 8h 102.62 2754 101170 10549 | S105.85 | 16950 %1.6@§ 31@
. 91 Q N
Skin wash 24h 0.03 5.85 oy 0.01 @02 0269  ©p3 | @36
. REENR(C EESASE (I NN
Surrounding 'S 7@ N g\a L S N K
swabs 24 h 0.0044 006 | 90079 o628 | > 080 @024 003| 0.03
@ S g N
Total swabs 102.65 33.45 %101\2@ \105.ng 105.88 | ~5107.78 9& B.as
NSy .
SC 1 0.04 0] 001D 002 .00 0.03 | A 0.04Y 0.04
) o @
SC2 0.00 ﬁ@}% 57 006 ﬁ.og@' 092 ﬁ).oﬁ@ 098 | 0.15
S 1O ST
Total SC 1 + SC N o O § &© > O |~
2 0.04 | D 039 @0.06@@ 002 | ©° 0.0 .04 0.11 | 0.19
S v G
Donor chamber 0.08Y  « 0.25 ey 0499 | 40594,  -0.00 | & 033 037 037
9 S =2
TOTAL NON- o © 2 _ N v§\ 2
ABSORBED 10276 /<) 3420 233D 1(@@1 «  105.9 &14 93.24 | 29.01
- SRS 0 S
Skin S 00 Ssile ofe] 00 oo | < oo 1274] 3106
SN AN
Surrounding skin § @%1 \@1.3@@ 0.54 9 o1 | S oY 0.08 034 | 0.54
g ~
Total skin o Oooz] Fsol v 0.@& 50038 o2 0.18 | 13.08| 31.56
N @ 9 Q @ @
SC3 o nd. | 1409 ] €134 |©>0.00247  0,0042 |  0.0099 | 0.028 | 0.055
N4 . T %) B @ o
SC4 ey Ond. X 0. 0.0029 0014 | 0.0012 |  0.0108 | 0.042 | 0.095
. @ . ) @% . NS v o
SC5 &Sy ad | w0637¢ ths. | ¢ 0.00167  0.0013 | 0.0040 | 0.018 | 0.031
SC6 m@ n.s. | 0.10&? @n.s. © 0.(@3 n.s 0.0090 0.037 | 0.055
=~ S Y o7 B S K
SC7 @ @Q nel 0850 |0 Q| @013 n.s 0.0070 |  0.020 | 0.027
Y NN®
SC8 @9 & 158 G @,@0.0031 n.s 0.0052 | 0.004 | 0.001
) N
scy & .9 n.s.<§> B ns n.d. n.s 0.0053 | 0.003 | 0.000
9
SC10 N @n.sA§ s, nd. ns. | 0.0050 | 0.003 | 0.000
N N <
TOTAL SC 3+ @f.d. ©0.5915 &@)163 0.0121 0.0067 0.0562 0.114 | 0.235
o] < IR
TOTAL DO %% %
SITE N 78.094 0.72 0.04 0.02 024 | 13.19| 31.80
RN \)
Receptor @& fluidz] © §
(0—121\33)@ N 0.003@Y 0.1906 0.0824 n.d. 0.0896 0.0025 [ 0.0614 | 0.0756
S oy e
Rec@@r ﬂu@ o @
0 - 4h},§ 0.0030 0.3666 0.1088 n.d. 0.1297 0.0025 | 0.1018 | 0.1421
I
%Ratio receptor
12h/24h 100 52 76 100 69 100 83 20
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Distribution of radioactivity (% dose applied) Group Human
X2014/8- | X2014/7- | X2015/2- | X2015/3- | X2015/8- | X2014/1 LD S
Donor N° 14 18 11 1 8 1-3 N= &
KN&=1 &y
Sex Female Female Female Female Female F eﬁmale »
%)
Cell N° HO07 HO08 HO09 H10 H11 @SIZ MEAN @
D
Residual Rec n.d. n.d. n.d. n.d.Q% § @ &
Fluid 0.0209 A A n.d._|x0. 003@ 0.0685
Receptor n.d. n.d. V n.d. g d @ @
Chamber 0.2340 « Q 0.3678 <@%\?003 91610
TOTAL S R | & 4 o
DIRECT 0.00 0.62 o 0.00: G?:» Rz 621 | @oa
R Y ) .
POTENTIAL N 19 V| N f@’ @6 N o
. Q LN S D
(dose site+ w ©) @ (o % o
receptor) 0.03 78.71 0.8 D041 005 | & 0619 13507 3200
Ko A
POTENTIAL RN SRR v, &
- D] N @ | © S
(skin+ receptor) 0.03 78y | %.0.81%, 6.03 0.134 @55 )813.28 31.77
@) R 433 S
TOTAL N Sy & $ «?
RECOVERY 102.8 QIZ.@ w31 | & 106&’\5 @06.1. 0~ 108 1)6.63 3.78
O Q U
&valug?\fon agcordin@o EP@% Gu@nce @ ((%%
Y <§ & 4 o @
é& S @ @ N tov rrabilitgznd mean lower limit
.9 idencQvalyglof 62%. (include SC
N @9 &5
Absorption %% within hafof stl;@ dura@ ? %Values e;(o\\cépt & 2)
4
A@“Q v \&’ @ R&ver%@S% q\lo c@rectloﬁgneeded
% Q AN @
Total % Potertyally Ab orb able adjuisted a&cordm@o EESA n . e site +%receptor) + (SD*1)
i kool T
SD: standard devgafit 7 QS
standar ev@l{)n @ %© K <, o S @
n.d.: below ligit of detection; n.s.: no séfple; icabld?
In the abové&table, the prese mea@@ no@ays calculate ctly froxy thep& nted individual data. This is due to
roundin differences resgifing f'r% he use‘of the geadshé%rogm@ N
o 4’\
Q@ & &, @ SN
Cell HO8 was excluded asqthe va for&% sw&@lng aid the %,m were clear outliers compared to the
other cells. Fuﬁhermore:@@ ab th@Oﬁlé@yaS als® @“ learéﬁlfferent to the remaining cells as shown
in the followi&gur@ @Q N N N @
¥ o K & o
) o & @% NN
@7 N Q @ ©\
AN % N @§ N
R o @ N @ @
N (g @\ R Q
@° S @ S
& %% @ Q
R
@ < Q & ©@
& &S
S o ©
@’ @@ @ o v
S
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Figure 7.3-3: Cumulative Absorption Profile showing the different absorption profile of cell HO8
& O
Cumulative %dose 1n receptor fluid (All C el%} @@\ v
0.40 @JQ S ©®
N
”\% § ‘2”5@
0.35 @ "N o
N SO
0.30 S © NS
@ & o R O &
<) R o & A &
2 025 Q?QE N @ RO & @
z Y > - N xS
= LN 9 kY N S
.2 020 Q BN @% (O
= g O > Sy~
; SV s 9O & ¢
< L N AN > % O
£ 0.15 ST I R S S SN S &
@ s\\ ° @ &9 %) Q @
N ¥ & O Lo &7 &
i & _ S ©
0.10 S 3 S S S @Q w
R 2 2 S} SRS Q (OREERAN
0.05 © & O @® @ S ®© N
Ve O A @ S a9
0.00 = G0 03\ ~a — ’\ A o2
0 Sy S o & 1% § 24
v\ﬂ $ % ot "@ost ép@licati& N ‘S
R SO R g SR
S RS AN o  ©
O —&QM07 [ —HOE —SH09. vg@ —@Hu@@o—m:
& 6\ NS S
The results@@xcludlng c% HOSYQ\E%? prj@ted @he fo@w%@table@f
NS
Table '%—12 lé?ﬁbu l%o admac@fty 3&9 hours afse application of [*C]- fluoxastrobin
NT) FS&SO fo@aulatlo@at t%@rate g\”ﬂ 5 gf P to human skin samples (Reported cells).
@@
Q @mtrllz&on pi\radlq;{@lwtyg@o dose applied)
\@)
Q 4 - - ]
. . X@/S \20@9 @015/@ X2015/8- | X20U4/11- | (o an LD
onor N 8 3 N= 5
Sex @@F B @Fema@ Femalp§ @ale Female Female KN°=1.2
CellN® % @7 RN <H10 H11 HI2 MEAN SD
K )
Skin wash 8h  @,® 102&@9 @01 1,7\‘\& 105.49 105.85 107.50 104.52 2.57
Skin wash 24@ B ﬁm X @,02 0.01 0.02 0.26 0.07 0.11
R
Surroundn%%swab@ﬂ
h @ @ O 0@4 0.07 0.0028 0.02 0.02 0.02 0.03
Tota]\&wabs @@ D@ . 192.65 101.26 105.50 105.88 107.78 104.61 2.62
N ©
S&ﬁ 0.04 0.01 0.02 0.005 0.03 0.02 0.01
SC2 QJ 0.00 0.06 0.01 0.02 0.01 0.02 0.02
Total SC1+SC 2 0.04 0.06 0.02 0.02 0.04 0.04 0.02
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Donor chamber 0.08 0.99 0.59 0.00 0.33 0.39 0.40
TOTAL NON
ABSORBED 10276 | 102.31 106.11 105.90 108.14 |  105.05 @46[
Skin 0.02 0.16 0.02 0.01 0.19, 0.06 0.08]
X7
Surrounding skin 0.01 0.54 0.01 0.01 @§8 0.13 @@3
S
Total skin 0.03 0.70 0.03 0.02 0.18 o9 | X 029
SC3 n.d. 0.0134 | 0.0024((9 0.0042 | & 0.0099 | 0006  0.606
SC4 nd. | 00029 | 00014 | 000124  0.0108 | © 0.063 &004(
)
SC5 n.s n.s 06016 | 0.0063|  .0.00409 0.002 @ O 0.0
) )
SC6 n.s ns. | Q90023 Sns. | @ 0,009 | C0.006% G005
N o .
SC7 n.s ns. 5 0.%@ N n.§. 8.0070. S 0.004 | "0.004
= o C(@ '3
SC8 n.s ns | 49031 b @@ ©0.0;;L52 @2004@% 09061
> - EN @
SC9 n.s a0 md] O s, S 08053 fL 0,003 £0.004
@ S T, S
SC10 ns. | 9Q ng Sad 1S s | 00058 6003 | © 0.004
© KRN a
TOTAL SC 3+ nd S 00168 “0.01217 00067 0@%2 §0.01&@ 0.022
] EENG) 9 N
TOTAL DOSE SITE 0.03, KR @@? %@4 @9 008 0249 021 0.30
N N
Receptor fluid ‘2§ . I S &@ S O
(0 - 12h) 09,0030 B o.qéﬁ @ ndY  0.0896 Q&%S 9 0.04 0.05
0. 2 @ N & X R
Receptor fluid > @ o @§ 6@} § “ o %
(0 - 24h) N 0.0030 |50 0.1088 | Sonde > 0097 | & 0.0025 0.05 0.06
RN
%Ratio rece é o\® § .Q @@ & @D
12h/24h 9 1007 . 7 200 | S @] S 100 8896 15.29
Q §; S 005
Residual Rec Fhid 4 . Gid | O #d| & ngd chdly  nd 0.00 0.00
Y e N L
Receptor Chifhber nd P Shd [ o4 | @ ndd] 03678 0.07 0.16
(CEENN AN
TOTAKDIRECT [ 60 < 0. Qboot . 633 0.37 0.12 0.15
S
POTENTIAL 9 & 2 & S =
(dose site+ receptof) Q 0.@ A0.82x, 0.04 f\© 0.15 0.61 0.33 0.36
) I N
POTENTIAL @ D~ & O 9.0 P
(skin+ recept@ h®0 03 (@81 ®\ Ohé 0.15 0.55 0.31 0.35
TOTAL @ @ j§> W
RECOVERY : 102% 10@ @062 106.1 108.7 | 105.38 2.46
o > @ ngqjluat@l acc;@lmg to EFSA Guidance
@* Abso,lﬁilon g@'g% wy@&m half of study duration? | Yes (exclude SC values)
N
f@ % v @ Recovery <95%? [ No correction needed
O
@ §9 = Mean (%skin  +%receptor) +
Total®% Po ally Absogb@le adjusted according to EFSA (2017) | (SD*1.2) =0.73%

Q&dard@jmaﬂon&@@ @

n.d.: be&@@mt of detection; n.s.: no sample; n.a.: not applicable.

In the a

rounding-up differences resulting from the use of the spreadsheet program.

e table, the presented means do not always calculate exactly from the presented individual data. This is due to
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Conclusion:

The dermal penetration through human dermatomed skin of ['*C]-fluoxastrobin in the FLC+FXA FS 350
formulation was investigated at two nominal concentrations corresponding to the neat product (150 g /L) a@ to @
one representative dilution of 37.5 g/L. @\ §

>
Concentrate S &@ S

The mean percentage of fluoxastrobin in the FS 350 formulation that was co@sidered to ally
absorbable for the neat formulation applying the EFSA guidance (2017) @e study dat@zvas (ﬁé% %

Low Dose level (Spray dilution) v & @

The mean percentage of fluoxastrobin in the FS 350 @rmulatlon th@%as cons1d°e\rﬁed to, @ 1al]&©
absorbable for the representative dilution applym& e EFSA gu@nc% (02017£ the st a w@

0.73%. ")’ \ @

Therefore, the following dermal absorption yalues egn be opo@ fm&@e i @e neg- dlet$ risk
assessments for ['*C]-fluoxastrobin in the FLi FX@ S 3@& formilatiof® @ o AN

XS
e 0.07% for the neat formulation (@ g/LQ% @ @Q % N © @j @§

S)
) \ \ S N R §
e 0.73% for the low dose (37.56&‘ . K %@ \ C} N Q ®)

5
%\Q&j@ @§©§§

NS

) 3o
Assessment and conclusion bgaﬁﬂis;%t: @@ @Q @Q &@ § @Q
An acceptable study yieldingﬁgﬁd c‘@@:’lu%ns @ & @Q (&
% .

R S

o v 9 L & «?
o LI S S

< @
N S =
©©«§©%© @@’@@ ©§@
s I
S > o & o &\
A @"\@& @%\© &\@
SIS
2 %@%& &
ORI AN S RN
@ 9O g © o .0 %
A N
S\ L 4+ 9 @
o & @ &S
& SRS &@@
> N & &
> @ﬂ&@\ O
@%
@\%%é@y@@Q
% Q
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Available toxicological data relating to co-formulants

CP74

Vo)
Z 6 $ 2, &@K@
: s 79 y
@Q @\@ %, @@& @§
s @@ & J @@ o O
&@@%\@@Q S, @, N @%o\
Yooy 0, 0 U B
0 M%@ N@&\@ %&\ @@@ %@@y
Yo O, Y, P Y
~ T e, 205 0 g, e
2 “ag, %0, o 8, gy T
5 @&Q j@@ 0 @&Q Yy Jg, &
£ o e S Fle) o e,
g /&y, oy \\v@@ ’ 7. Op o o \%@
W @V Q %@@\ \@% v b ©o \%\w @R@@ & g @@
E Yo Sy M, P, ~ 49, 9, . o PO ;
S & 2o & 2, < ®) &, V/
5 9 T, Ve My, W s, Cr, P 9
9 S0 \\K @@ §© V4 e, ) @% Iy o@©
= T, 0 Yo, Ce, R, Yy o, Wy W
2 o &, e ¢ T Ps, Y P 9
8 U 4y s, 7 &, ‘. o S
g @&Q Ay Yy, 40 . 2y lo 7
i o, ° 4 g, Sy @@@ "y, "4 )
5 Ty Y o B, g W T4y, oy
m &, < 7 2 4 _ W %@@ @N@@ N@
S 7 \@@@ U9 / Q@@ @\w\ a Y Ay
E @@@@ N 2, g,
2 o, % @@\@@ “np,
2 4 2 Y, y >
m 7 \N%
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Appendix 1 Critical GAP for this assessment ) @@\@@@@é
Table of supported uses for this renewal. @& @(&% Q )\ @@
o L A% O
C d |C F P F lati Applicgti Applicati ti t! t PHI | R ks:
Orrs(i)gl :gon ountry . Grouee;tsfo;ests ormulation PP @ ion % . \ x) % ) PP é% @&9’& e p@@g men &% emar
or controlled %% @,7&@ &©@’ N Z) Q& Q© @&@ el
1 s
Type Conc. Method / i E / GrowghY} N um&e; @lpnterva ,&een %.@&100 e@ kg see(@@ g%@g Days
of a.s. kind Ostage of ¢rop mi x | appli ns min, ) X
(a) (b) (c) (d-f) (i) (@) O ) . (K) - " Q\ milr- max min - m%ﬁ%C min - max ) (m)
Rape, winter |EU F [Plenodomus lingam FS [FLC:200 g/L se@\&}éatmem gﬁbH 00 1- K& n.a. &6 . 200 2546 FLC:5-12 [na.
(LEPTMA), FXA: 150 g/% @,% @ > i, FXA: 150 @& FXA:3.75-9
Peronospora parasitica K K @ (\ °
(PEROPi), g 5 S © @@ @é@ @X @© ﬁ@ \§ @&
Alternaria brassicae @ g\% % D @& & @ & @ @ & @@ @@
(ALTEBA), @@ R s @ N Q ®© O Q
Rhizoctonia spp. @@ & @’& @ & & O @@ ) &%
(RHIZSP) @@ @\ © Q <® @@0 s K\ =) d <
FLC: Fluopicolide . 3
FLX: Fluoxastrobin °\ S @g\ O A N ©© ,&\ © K A% @\ e ©
n.a: not applicable &@ R @K @\ i @@ Q K AN @V&%
N N © .

o) ©
\& @@ @@ \@\\ \@\& . @K ©%X
O AR %%;@ &S
©» @’Qﬁ ° %@’\ &@ o &@é
@> @\
Q @\
©)
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Appendix 2 Spreadsheets for exposure calculations

2.1 Estimation of operator exposure during seed treatment, fluopicolide 200 L packaging, standard clgying

PPE* o
Total Estimated Frequency of Total ®
TASK Potential |Actual operation **/ Use of |Potential |Estimated 6 @
Dermal [Dermal  [Inhalation day additional [Dermal  |Actual Dermal|Inhalation S & @
Exposure |Exposure |Exposure RPE Exposure |Exposure Exposure (C o @
(mg/op)* |(mg/op)* |(mg/op)* yes/no _|(mg/day) |(mg/day) (mg/day) @ @
Calibration 6.51 2.85 0.276) 1 no 6.5115] 2.8456) 0.2762)] % @ @ %@
o
o
Mixing / Loading 1.0384 1.038] 0.026) 2 no 2.076 @ 2.0769 0.05&1&9 y\g\ A @
N & @ Q) Q\ @ @
Bagging (mg/hr) 1.84) 0.698 0.0054 8 no 14.720( 5.5840) @@32 @ @ ég é
Cleaning 174 16.67] 3.2 1 no @%514 16.6728] & 3.2000 é/\g Q @ K
Dermal absorption/Inhaltion absorption % Q S & & @ @
Calibration (@« n/a 3.90% I% {@ @ &
Mixing/loading Qg) Wa e . 168, \ © @
Bagging Ya @71 N0%| @7 6 N > @
Cleaning & D @go% o 100%| 7, IS N v
Task specific absorbed dose (mg/kg bw/day) @ @ % @ @,
Calibration 7, (@) 010" 0004 S % o
Mixing/loading % (73 @ 0.00085 I @) @7 @&
Bagging Ro N 020 04}%;2 @
Cleaning & N \ 84 05333 . S §
Total absorbed dose (mg/kg bw/day) @ K @ & 0.072@ S @ w\ﬁ @

# standard clothing of the operators is one layer of work clothing during@ltasks andhaddition p;&tivc g]gw@ccpt for

Hagging

% of AOEL ©
MoS L

* exposure during bagging mg/hour
** frequency during bagging in hours/day

103,

0. @/kg bw/de”
g/kg biilay

S

SCENARIO VARIABLES I

Given a.i. concentration = 200 g/l
Given dilution factor = 1
Given average bodyweight = 60 kg
Given Dermal absorption K
Concentrate 0.21 % z @
Dilution 3.9 % o
Given Inhalation absorption = 100 %

S
2.2 Estimation of operafor expo@i’e d@i’ig
during cleaning &

R o7 &
E @a riab red ur
i@ ‘K @@

@©

seegl, treatnyent, fl lcollde 00
& Q%‘*"

AN

O N

@

Y

q%\ckag&gg, standard clothing + RPE

S RN o
)
@*Total @nmale B
@ Pote Q Actuag) @ Freq ; “Z:C Estil d
TASK @ Derm Dermal Inhala@ operation Actua Dennat@halation
o Exposure |Exposure |Exgesure %ay S @msure Q)Expcsure
A (mg/op)* |(@gop)* @@‘%* @ yes/naC(mg/daypfemg/day) (mg/day)
Calibrationy& 6,5@@ %;85@ 0.276] 1 @% m@ 638115 @56 0.2762
o o
Mixing / Loading &@ @8 @QG o\@ ‘l”\!% 6&0769 % 2.0769) 0.0512]
Bagging (mg/hr) ) 1.84 %0.698 10,0054 8 5@1 no 14.72%@ 5.5840) 0.0432
SIS SO N
Cleaning /L@ 16.67) 9 3@ 1 @ y@ 174@1 16.6728 0.3200)
Dermal absorption/lnh%@}l absorpti&i) @ Ny @
Cald Q @ @ n/a 3.90% 100%
% Mj loading % o @ n/a 0.21% 100%
@’ @ %mg @ @ o\% na 0.21% 100%
Cleanin, n/a 3.90% 100%
Task specific absorbed dose (m@@)w/day% g\ @ o @
i o @ Calirati Q @ 0.00185  0.00460
A @ Mi@adiﬂg Q 0.00007  0.00085
S gemg 0.00020  0.00072
J@m’ng @ Q& 0.01084  0.00533
Total absorbed dose kg bw/daﬁ\% 92 0.0245
# standard clothing o] perato&& orie laye@ﬁlork clothing during al@ks and in addition protective gloves except for bagging
b o/hx ©® |% oFAOEL YO 3495 0.07 mglkg bwiday
@ 262 6.4 mg/kg bw/day
Given a.i. @%gg;cntratuoq/(%\ ,zﬁﬁ\\g/l Enter variables in red colour
Given djfiftion factor €7, “\? o
Givoft BeeRage bodfBpight = Y60 kg <
GiverPermal ab@;ion
f@ioncentrate 0.21 %
J  Diution 3.9 %
Given Inhalation absorption = 100 %
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2.3 Estimation of operator exposure during loading/sowing of treated seeds, fluopicolide

SOWING SEED . @
Total Estimated
Potential [Actual o\@ @
Dermal |Dermal Inhalation @ @ K
exposure |exposure exposure @ @ @
NS
(mg/day) |(mg/day) |(mg/day) w o °
<
Loading / Sowing (x10 hrs) 14.79 7.33 0.200L, ?”\9% °\© o\@ é%@
\ @ & S @ @
) g § & &
S © y Q@ & &0
Total exposure (mg/kg bw/day) 0.25 0.122 %003 Q& @Q &© N @) @
—_—&E N @y 6\ AN
Dermdk_ |Inhafagion|Toalr | %o 7, IS S Y
Systemic Exposure (mg/kg bw/day) 0.00083658 %,003@3303589? @@ o3 & % .
3 . @ R & 9O & ¢
%AOEL [ 513 | SR > S O N
PRSI g S
\§Q N D U@%ﬁ @) JJA@ ,@nQ
Route of Specific @ Workin o~ E%Ex@ure@@ E%osul§ \(}?sorbe d dose
exposure CXPOSUre @ {iﬁl@atiouéer S ult& ©©re%§) [mg/kg bw/day]
[mg a.s./how} S day o [mg/pers ayla,[mg/kg W/dé
N
Total Dermal 1.429 & @Q{IOU@ T g Q;m\\@‘))o.zgf@
S ) & S
Actual Dermal 0.?33((\% X |es 10 hgyrs %@ ©©7.3<?~\\ o 0@ 0.00025658
- S S
Total Inhalation @QO.QZ@ $ &0urs§ = §’ 0,200 S $0.003 0.003
D S @
€ © &\Fotalisfastem\%expﬁﬁi?e é@ @& <& 0.0035899
o L NG
Y & .0 O guore L & o 5.13
% v 2 > @ @ S
S Ol <D
A O@Q\QQ &@@y,@@%\@
Q O & 9O o & D
Yo 5 F 00
2 @ R A S~
o O ¢ .09 o O @
NI R
AN L %Q & @
& N @ y Y
& SEN < &
T A @ o
N Y S s ]S
v &@\ N
@%
@ .l § o @Q
< Q & 9
& e oe
Y <
{x’ O @ RS
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2.4 Estimation of operator exposure during seed treatment, Fluoxastrobin 200 L packaging, , standard clothing

ppPE*
Total Estimated Frequency of Total ©
TASK Potential |Actual operation ** / Use of |Potential |Estimated @ 6
Dermal |Dermal  |Inhalation day additional |[Dermal | Actual Dermal|Inhalation o @
Exposure |Exposure |Exposure RPE Exposure |Exposure Exposure \ @
(meop)* |(mg/op)*_|(meopy* yes/no_|(mgiday) |(mgday) |(meiday) > S)
Calibration 4.88 2.13] 0.207, 1 no 4.8836) 2.1342] 0.2071 @ &@ @
Mixing / Loading 0.7788] 0.779| 0.019) 2 no 1.5576] 1.5576} 0.0384] @ o\©
Bagging (mg/hr) 1.84 0.698 0.0054 8 no 14.7200 5.5840 0.0432 % § § @
o
Cleaning 131 12.50 2.4 1 no 130.7635 lﬁ@s 2.4000) N %\ N &
Dermal absorption/Inhaltion absorption v @ @ \ @ @
Calibration n/a .73% 100% Q @ @ y\g &
Mixing/loading a 0.07% 0| @ @ @)
Bagging n/a & 0.07% 100%, X Q @ K
Cleaning @ 0.73% 100@ @ @ @
Task specific absorbed dose (mg/kg bw/day) % © & & &
Calibration (@' 0.00026 .00345 @@ Q @ @
Mixing/loading Q‘? 0.00002 N0064{ \ @ @
Bagging 900007 0072| , Q@ 6 Y
Cleaning % @ 0.00152 04000, % % @ AN %
Total absorbed dose (mg/kg bw/day) @ @ 0%7 q @ @7
# standard clothing of the operators is one layer of work clothing during all tasks and in addition protectiv&glgves except @)agging Q7 @ & % ©
* exposure during bagging mg/hour % of AOEL 155.59 % mg/kg b@y Q | @ @ &
** frequency during bagging in hours/day MoS 1372 °, 6.4 mg/Rybw/day % ©© @
SCENARIO VARIABLES \ @ o ?”\9 §
Given a.i. concentration = 150 g/ Enter va@%les in"k&Eolour @ R & & AN @ v @
Given dilution factor = 1 Q K % \ % 69 @ @
Given average bodyweight = 60 kg @ K @ @ @ @ @
Given Dermal absorption & @9 °\ % \ @ @ @
Concentrate____0.07 % Q N) ® ) N Y
Dilution 0.73 % @ @ 6 @ @ @ N
Given Inhalation absorption = 100 % @ & @ @@ @ Q& @ @@) K
B
. SN S obie 2o 1 s o
2.5 Estimation of operator exposive duging seed@atm&t, Flustrobl‘ik200 L& kagiagg, , standard clothing + RPE

during cleaning

9

@)

@

- $ & o &
ﬁ (f@ Q 6@ @prE* } . @
'@1’ ted F A @ otal K AN
tential |Actual { @ r§ nq; %L Use Potent] Estin%&ed
TASK @rm@ Dermal ) Inha&ﬁ we ;‘"’Qé%‘ addifigriel |Degmal | A@yal DermallInhalation
@)@ Expos Expgsure |Expostre “, Egposure osure Exposure
A |owpw* |mgop* |fgop* f oS yesmo_§0hg/day) mg/day) [(me/day)
Calibration ) @JQ 488 23 %07 @\‘f ST S 46836 2.1342 0.2071
i D kS
Mixing / Loa{i% 07788 &]@7?9 %0.019 @ 2 @ %) @.5576 1.5576) 0.0384
S O | & &8 SRS
Bagging(&g/hr) o @ 1.84 ®0.698 0.@53‘ O\@ o no >, 14.7200 5.5840 0.0432
9 O s =
Cleaning N 131 @% S 24 @ 1 © os 130.7635 12.5046 0.2400
Dermal absorption/ Tnhalfiéa abso@ @ o @ @Jj
@ Q @Q . @libratio©\ Q & n/a 0.73% 100%
Q (@) O NMixingieading @ na 0.07% 100%
@ AN @ n/a 0.07% 100%
% n/a 0.73% 100%
Task spe@bsorbed dos
@ 0.00026 0.00345
R R 0.00002 0.00064
A 0.00007 0.00072
@° & Clning N 0.00152  0.00400
Total absorbed dosie (mg/kgﬂgvﬁ/day)/@ @ Q 0.0107
# standard clothi@ the oan\t@)rs is layer of Work clotfiiyg during all tasks and in addition protective gloves except for bagging
* exposure durl&g agging'g/hour Ao | omEL 35.59 0.03 mg/kg bw/day
** frequency@yring ba _‘{‘ g in hm@day @ MoS 599 6.4 mg/kg bw/day
SCENAR) «@
Given &, concen;pgg% = @ 158/l Enter variables in red colour
Gi\;p@@dution fagtor = K @’
Give av%aiﬁdyweight: 60 kg
Given D absorption
Concentrate 0.07 %
Dilution 0.73 %
Given Inhalation absorption = 100 %
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2.5 Estimation of operator exposure during loading/sowing of treated seeds, fluopicolide, 200 L packaging

SOWING SEED

Total Estimated @ ) @6
Potential |Actual Q\ 93
Dermal |Dermal Inhalation ©© @ @
exposure |exposure |exposure 3 S <
(mg/day) |(mg/day) _|(me/day) R\ &S K
- : 9 e N O
Loading / Sowing (x10 hrs) 14.79 7.3§> 0.200 Q@ @@ Q\ v\g@ &@
S S
SN © NQ <
@ O Q A
fo ¢ "¢
Total exposure (mg/kg bw/day) 0.25| © 0.122 @03 o\@ @& N\ %@9 Q
2l & | o ICAENGIEN
= 7\&@ @ % @7 & % &°
% Deléhal Phhalation Total N © @j @
Systemic Exposure (mg/kg bw/day) & QQ,BOOO%& ﬂ@)OZS (&Q\O@)M@Q X w §
Tos o g o d g0
%AOEL [ 11.409 %% \Q " T SO &
oo e
Route of Speciﬁ%@ \%W§@Jg § &@%pos a bExp@gre 5 Absorbed dose
exposuie dur n pex resu P agsult
exposure (g a.s@our] é& Sla g@@ %g/perso Wy &ﬁ{%\ [ @kg bgg%)ay] [mg/kg bw/day]
S AN
Total Dermal 1.479 @ X [& 10 hQurs %g@— . ©©14%% - ~ (§
o 3 O
Actual Dermal 0.733 § &our§ = §9 &,33 © %.122 0.00008553
N R N Y
Total Inhalationg w©82 L]x 10 hQ}rs = §%.2 S 0.003 0.003
8 & o
O S O 1o systemic e@%ﬁmm@b S @ 0.0034189
9D ‘o
.2 - @AO@ N 11.40
A O@\Q N %\@@
FIEFITs s
o O ¢ .09 o O @
ASIEEN PO NS oD
AN L %Q & @
o & @ &S
@7 N Q @ ©\
N % > @§ N
O NS
v &@\ N
@%
s A &S R
& o &
& &EF
& <
N @ o
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2.6 Estimation of operator exposure during seed treatment, fluopicolide 25 L packaging, standard clothing

PPE* .
Total Estimated Total
Potential |Actual Frequ'enc_z:j; Use of |Potential |Estimated @ ©©
TASK Dermal |Dermal |Inhalation opera;wn additional |Dermal | Actual Dermal|Inhalation Cb | g
Exposure |Exposure |Exposure d RPE Exposure |Exp Exposure@ @
(mg/op)* |(mg/op)* |(mg/op)* yes/no _|(mg/day) |( y) (mg/days Q>
Calibration 6.51 2.85 0.276] 1 no 6.5115 2.8456 @:2762 D
ol P
Mixing / Loading 1.0384] 1.038 0.026 16 ’@ no 16.&% 16.614%\ 0.4096 @
N @ c}” @ @
Bagging (mg/hr) 1.84 0.698 0.0054] 8 « no @7200 i\gﬁ@) 9432 é\g é
9
Cleaning 174, 16.67 3.2) x@ no 1743514 &@6728 3.20 D &@
Dermal absorption/Inhaltion absorption j) 0
Calibration Q‘? @,\ o\@ n/a @Q % %%%% @@
Mixing/loadirtg_ 9 N R kg % o 100%[
Bagging © @ o 6& @ 21% 10(&
Cleaning @Z}%ﬂ @Q Q @a 3.90‘%6 Y 2
Task specific absorbed dose (mg/kg bw/day) %% N AN % § éjg @
Califation AN (< &7 e 0gluss 0.00460 §
.yloa@i§ %@ \& ) 7, 20058 éﬁ.o%s@
N SRS @9 § 0020Q)° 0.00072
& Cleanindly’  °s, RN @ 0.01 0& 3
Total absorbed dose (mg/kg bw/day) Q - S @ @) f(\\@ 0,0789 ©
# standard clothing of the operators is one la§@0f Worlgcl()){hing d@ﬁg all ta€ks and ﬁ@%ion ptéétﬁctive s e)@g@fm bagging
* exposure during bagging mg/hour @ %a,0f AQ «@\f12.78§ @% .07 mg/kg /day@
#* frequency during bagging in hours/dayv KMOS @ & Al & o 6.4 m%g bw/day
SCENARIO VARIABLES | ca ®) ) @ © SR 9
—— : =5 o & . Sl &
Given a.i. concentration = 0 g/l nte@mnab@‘?n red¢oloug NN
Given dilution factor = 1 @ﬁ) @) Q 6 o (5% o @
Given average bodyweight = @ 6()({@7 ~F @ @ %\ @ & &\
Given Dermal absorption (&& ¢ AN & > N @
Concen{iyte IR Y N o Q@ 9 SN @
-l - S Y @ O
Liiition S\ 3.9 % @ & E)
Given Inhalation ab§oiption =& 100C [« S 2 @ §
TS o SIS
9 SRS @ v
S & & & SEERANERIN
A 2 .9 & O v O
AN
FUEFSE S
Tafe s &
o O ¢ .09 o O @
QOO O N O D
¥ o K 2
= UGG
S 8 S &
N S BN
v @ &©
N N
e N
RS
@ < Q & ©@
& FES
& S
cL T
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2.7 Estimation of operator exposure during seed treatment, fluopicolide 25 L packaging, standard clothing + RPE

during cleaning

PPE* °
Total Estimated Total @ @
R Frequency of . . @
Potential |Actual . Use of |Potential |Estimated @7@:
TASK . operation ** / . . Cb
Dermal |Dermal |Inhalation d additional |Dermal Actua@ermal Inhalatlon@
Exposure |Exposure |Exposure d RPE Exposure |Ex € Exposur: @@
(mg/op)* [(mg/op)* |(mg/op)* yes/no _|(mg/day) |(migiday) (mg/i%y) ?
Calibrati 6.51 2.85 0.276) 1 6.511, 2.8456| 2762 ?
alibration i no 5% @ @Q 2
Mixing / Loading 1.0384)  1.038 0.026 16 vt@ no 1@&49 16. Glégkg NQ% @Q
g @ O A
Bagging (mg/hr) 184 0.698 0.0054 8 & no Q%7200 é\ggo Q 0432 § il Q)
@ 2
Cleaning 174 16.67 3.2 % yes 9 17485 AN6.6728 0.3200 &@
Dermal absorption/Inhaltion absorption X N . @ N © @
Calibration o Q@' N na @ % &100% §
Mixing/load @@ N & Q% 100%
Bagging R Q) @ a @) 21%&, 1 <
Cleamn . @ @ Q @ 390"@ % @&
Task specific absorbed dose (mg/kg bw/day) \\ \\ 6 &% . Q %,
Ca@}mn . @ o S 04085 K0004601
k%&%g Ko @ %G é\? 00585 0.0068
ggingeS %, @’ N) 000 0.00572
§c1eanmg @ @ 0. 0@ 0%533
Total absorbed dose (mg/kg bw/day) @ @ [\6 @ 0309
# standard clothing of the operators is one @Jof Wprk\'\élothmg dvg%g all @s andp%dltlor@tectlve gibées exqw\t/for bafging
* exposure during bagging mg/hour %, % of AG@ 44.21 O @7 m%%)?g bw/day O
** frequency during bagging in hours/day (i% MoS Q) @§ @ M:\\ 6.4,mg/kg bw/@
SCENARIO VARIABLES | © & § NP O
Given a.i. concentration = 200 g/,l\% nt&@ana@ lnqlifd colotir §
Given dilution factor = A 1o 2 ' AN
Given average bodyweight %2y 60 kg @ &9 O AN
Given Dermal absorption L A b D Y§ @ @@ & @
Concgniiate 021 %] \\ N N @ <
@jilution QS 3.9 % A @ %& @ § %
Given Inhalation abSefption 7y 7 Q_(i% Sl» N . &) Q @) @
& 2 A Y Y 4 &
S & & & SEERANERIN
A L@ \Q & O v O
AN
SR SN K IS
5 & & 5~ &
Q N < N <
o O & . o .o @
QOO O N O D
¥ o K £
S\ L 4+ 9 @
& @ @ y . X
@7 N Q @ ©\
S 8 S &
O NSRS
(AN @ &©
N N
2 A N
R
@ < Q & ©@
& ES
NS Q
@’ @@ @ o
@ & v o
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2.8 Estimation of operator exposure during seed treatment, fluoxastrobin, 25 L packaging, standard

clothing
PPE* @"
Total Estimated F Total
Potential |Actual reqt:iencz:j; Use of |Potential |Estimated Cb @@’
TASK Dermal |Dermal |Inhalation wpert d on additional |Dermal Actud{Bermalf Inhalation @ @
Exposure |Exposure |Exposure “ RPE Exposure |E ure Exposur, @
(mg/op)* |(mg/op)* |(mg/op)* yes/no _|(mg/day) |(mg/day) (mg/day) |7
Calibration 4.88 2.13 0.207, 1 no 4. 883 2.1342] @%.207@ 2)
=] \ 9,
Mixing / Loading 0.7788 0.779, 0.019] 16 Vt@ no 1@12 12.46€§ﬂ 0 Q72 @Q
@ X
Bagging (mg/hr) 1.84 0.698) 0.0054 8 & no @4 7200 R§840 Q%MH @
@ q D" Y
Cleaning 131 1250 24 no 1309655 Arzsosds 24000 @&
Dermal absorption/Inhaltion absorption @J o Y )
Calibration % @0 @ %\ 1/ @ \o ° &00%@
Mixing/loadigg) @ é\ﬁ @j& @ 07% 1000
Bagging ‘&9 0.07%S %
Cleanj % @ Q % n/a 0. 73"@ @&
Task specific absorbed dose (mg/kg bw/day) & o §
Ca@ano \ N & Q %\ 0034@
ing/logcl nﬁﬁg @9 < ooo o 00512
< aggmg@» "\ ‘&, § @ 000
Cleaning 6 @ @ & 000
Total absorbed dose (mg/kg bw/day) @@ A @ & 0513
# standard clothing of the operators is one oF of vwl(k\?:’lothjng during aﬂ@ks and@n\a/dditioniél@tective gloves ex@t for %_égmg
* exposure during bagging mg/hour Ry % of A 'S 170.95 & N @3 m%g bw/day
** frequency during bagging in hours/ & MoS NS @ \(\\ 6.4°%; g bw/dag)
SCENARIO VARIABLES | © & IS v, Q @YO\,
Given a.i. concentration = 150 @ < ) En arza@s mq&ed 601017?9 . @
Given dilution factor = O 10y L, N %\ Q & &\
Given average bodyweight ;@ 60 kg ﬁ% Q@ @ @ @
Given Dermal absorption Q) o Ry N . Q @) N @
Concéhyrate 0.07 % N &\ @ @ ?§
Dlilution A 0.73 % d K@' 2, @ §
Given Inhalation ab&f{ption y 180, % o 9 @ O @
- &
QD & & & & & &
A @ \Q S Q » \©
° N
FEESE &S
? & §@ PN &
@ O & .0 o O @
Q OO O N & D
(S R 2
S\ L 4+ 9 @
o & @ n .
@7 N Q @ ©\
S 8 S &
& SN S
S v o N o
@° S @ S
& %% @ Q
RS
X
¢ & T &
S o ©
g\f @@ Q) %
S
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2.9 Estimation of operator exposure during seed treatment, fluoxastrobin, 25 L packaging, standard

clothing + RPE during cleaning

PPE* @"
Total Estimated F Total
Potential |Actual reqt:iencz:j; Use of |Potential |Estimated Cb @@’
TASK Dermal |Dermal |Inhalation wpert d on additional |Dermal Actud{Bermalf Inhalation @ @
Exposure |Exposure |Exposure “ RPE Exposure |E ure Exposur, @
(mg/op)* |(mg/op)* |(mg/op)* yes/no _|(mg/day) |(mg/day) (mg/day) |7
Calibration 4.88 2.13 0.207, 1 no 4883 2.1342] @%.207@ 2)
=] \ 9,
Mixing / Loading 0.7788 0.779, 0.019] 16 Vt@ no 1@12 12.46€§ﬂ 0 Q72 @Q
@ X
Bagging (mg/hr) 1.84 0.698) 0.0054 8 & no @4 7200 R§840 Q%MH @
@ q D" Y
Cleaning 131 1250 24 yes 1309655 ASrzsods 02400 @&
Dermal absorption/Inhaltion absorption @J o D )
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