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CpP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION

PRODUCT

Fosetyl was included in Annex I to Directive 91/414/EEC in 2006 (Directive 2006/64/CE of, l y@6
2006, Entry into Force on 1 May 2007). This Supplementary Dossier containsg.only data which wer@
not submitted at the time of the Annex I inclusion of fosetyl under Directive®1/414/EEC @ d

were therefore not evaluated during the first EU review. All data which weFe already bmltteg by
Bayer CropScience (BCS) for the Annex I inclusion under Directive 91/4:%/EEC are c@%iun@n thé
DAR, its Addenda and are included in the Baseline Dogsjer prov1ded<§9/ BCS. Th&jﬁe daté~are o@
mentioned in the Supplementary Dossier for the sake 6f completengd®’ and only erak@fo a@)n
(e.g. author, reference etc.) is available for these data.dn order to facfitate discriminatio tweddrne
data and data submitted during the Annex I mégh process er D1rect1ve@1/414 EC@Q o%
data are written in grey typeface. For all new es, detailed s m@@r ed within ghis
Supplementary Dossier. Additional information reéquested b e 0 \20164%@1@ 04 during
the evaluation of the Supplementary Dosster is % ghl ed in~ yel tionah information
requested by the RMS France on 2016-11-1 durmg th@@valu@n 0 Su letary ss1e{1es

highlighted in grey. R

Fosetyl is the ISO common name ft chyK%dr%g@ﬁ ph@pho%@ { th @ﬁmn@m salt
fosetyl-aluminium (fosetyl-Al), a Vi@nt ngset& is usedtin &@fo ted duc @’@

The formulation Fosetyl-Al + @uopl Tidle Wﬁﬂ l@%@(FE@@ WG§ \évgter dlspers1ble
granule (WGQG) formulation c@tammg 66067 g’kg or fosktyl-Alpand 44.4 g/k of figopicolide. This
formulation is registered throughout Ea pe tinder grade rig&mes such_ @ Profiler. FEA + FLC
WG 71.11 was not a repréentative fo latfor the Annex I i %?Jsm@)f fosefyl under Directive
91/414/EEC but has beeh evalyated as the pr%@ﬁatw@@on%latlon%r th@@\nnexl inclusion of
fluopicolide under D@tive 41449 C@ N é& &
@
CP7.1 A@lte to%m \ @ 3 2y

Fosetyl-Al +@luo ohdgﬂ@\l &11 QCQFSEA @FLC@@/G (§ 1’)%@215 a very low acute oral and

percutaneo@@ tox1c1ty in male a& ratsb\
An acugeninhalation st y h revi ly not been@equlﬁ@’ for products containing only non-volatile

active substances ifth q%ty Wlt@a 51& cant}o\?fopoglon of inhalable particles or applied by
ha&ble

spraying generati 1cle fe inflation study has been conducted with
FEA +FLCW 1 1 he c ments for glant protection products, however, stipulate
that acute inhglation 1es @oul pe@rme roducts that are applied by spraying, such
as FEA + FROWG .1 @ \\

Since ne1 er the active substdnces no any_fgf th@co-formulants in FEA + FLC WG 71.11 are
classifie or acute Ginhalaiion @3&161 KCalcula‘uon method laid down in Annex I,
Section 3. .3.6.2.3 gu atlon q1%72/2 1ed The Acute Toxicity Estimate for the inhalation
toxicity of FEA +ELC @mg@ FEA + FLC WG 71.11 therefore does not require a

classification for acute 11@9alat1§m toxjeity.
FEA + FLC @ 7114 is atmgé% ey@ but not to skin. It has no skin-sensitizing potential (see

Table 7.1 < %
&@ Q Q S ©@
& &G
& N) % S

S

¢ g v
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Table 7.1- 1: Acute toxicity studies with FEA + FLC WG 71.11
Study Type Species Results Reference @ @
. : g
Acute oral toxicity LDso = 5000 mg/kg bw (3+2Q) N -, 200&;@& Q)
Rat @Qj
Acute dermal toxicity LDso > 2000 mg/kg bw (3+3 0
No study, R
Acute inhalation toxicity - ATE =$ mg/L @
calculation method . Q
o N ~
Skin irritation N@ntatmg S @
Rabbit %
Eve irritation %% irritant (re&ermb}e@fects)
Y ye Irrgt 2, @9 S o
Skin sensitisation o
(Modified Buehler Test, Guineg pig
nine induction applications) 0
NN
Q@ S
CP7.1.1 Oral toxicity, S) %% .
Report: KCP 7. @/Olw %
Title: d%{ T acu‘%oral@mty inTats e: A 53656 06 W
Report No.: C036322 & §) > @ S @ &)
Document No.: “220866%01-1 ¢, N @ Ko
Guideline(s): EU (=EEC): 9 /54/E§m%@/ B.Rart %B 1; OEED: 4@3@1& (=EPA):
é\aOPP 870, 100 IS N Q N S
Guideline deviation( none O Q@ S §9 Qo &
GLP/GEP: RN @ L @
N S N @ @
@) @\ N \ %,
Executive S ar Q Q §

A study for acute dt
AE F053616 06 WG71 R1LE
to the A&ite Toxic C

A dose of 2000 mg \0 bo %Wei
eight

signs, effects on @dy

toxieity 1@)male and

Vg%%ar ra@was@@nducted with the test substance

10@ @ .11).@he study was conducted according
d (O Gl%ldeh@ 423}% aterQvas used as vehicle.

wa era;ggﬂ& by male and female rats without mortalities, clinical
elo ent, @ad gré3s pathological findings. Thus, an LDso cut-off

value of 5000 m@?/kg is 'gne&@ccordo?ﬂg tacAnne d of OECD Guideline 423. Based on this
result, FEA @ZFLC W 7@ 1 is bt cl@mﬁgc@or ad@ie oral toxicity according to the criteria of
Regulation 1\@2/20% @ Q é’@
S\ o L & @
o &
& 2 R %[Al@(l%s AND METHODS
< D @ 2
AMATERIALS Y (& o Q §

1. Test materl@“

Name: §” &Eﬁo 616 06 WG71 Al - EXP11074B (FEA + FLC WG 71.11)
Descrip &nghﬂ@ eige powder

Batch (Lot 1\@@ & 7 0P220266

Pura§ @@ @ 7 4.35% (wiw) fluopicolide

Qt?blh&@f test compsﬁld

2. Vehicle:

68.7% (w/w) fosetyl-Al.
Expiry date: 2004-03-20. Stability and homogeneity in vehicle were
not determined.

Demineralised water
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3. Test animals

Species: Rat

Strain: Wistar rats - HsdCpb: WU

Sex: Males and females

Age: Males: 8 weeks S
Females: 8-9 weeks N

Weight at dosing: Males: 193-195¢g v
Females: 161 —169 g %

Source:

Acclimatisation period: At least 5 days

Diet:  3883.0. 15<@§ibitum

Water: Tap water, ad Zibi%n

Housing: In groups in ar

granules bedding
Environmental conditions: S
Temperature: 2242 °C %
Humidity: 55+5% w\?
Air changes: ca. 1 \ . o S éﬁ L S
Photoperiod: 12-hQur a thﬁmal @ghtm@ X @} @ S
O Ty S o
TS LYY S s
B. STUDY DESIGN AND ME@IO]@ 9 ©) O © (COREEAN
1. In life dates: 2002-11- 13002{0\1” 27 v Q@ﬂ@ @ @ S @© N
2.A 1 t d tment e 9 ©
nimal assignment and treatmen °
. % § © @ v @ N <)
Dose: 00 kg & NS S 2o
pplication route: @Ora gava Q )
Application Volun@ > kgbw & \ @) é% §\
Fasting time: & ore@dmini ati TEIgh
Groupsize: & Q  “J3rats'persex, - N Z I @@
Post-treatm o‘t@xvatlon l4days g AN § ”\g
period: @J@ %© © % @ S
Ob igns: @li \m t b t,
serv{@ns é}g @& 1@ mgn@ or @y@@ly vgélga gross necropsy
&@ L@ \@ Q° *o @
§®3 s 51? L NI@IS%I%SION
A.MORTA N @ S o @
There were f@mort@itle%@e T&b\}e 7. @L 1). @\
%)
Table 7 @ Restgts of Q?acut@oxu@gass biﬁn rats with FEA + FLC WG 71.11
SQ
2, Dose ﬁol?g@al Q@ns@and duration Onset of death Mortality
“tmg/kg bw) mdi@ S Q'of signs (%)
@° < o Males
TS 8 ST S o — E——
Q\ D @ ”\9 Q Females
N Lo’ [ 3 | : | - | 0
B @\y @ o LDso = 5000 mg/kg bw (males and females)**

* ‘@er of d¥dd anifis/nug
Hok cordi@ 0 Annex 2d o

B. CLINICAL OBSERVATIONS

ECD Guideline 423

1 of animals with clinical signs/number of animals tested.

There were no clinical signs of toxicity (see Table 7.1.1- 1).
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C. BODY WEIGHT
There were no effects on body weight.
D. NECROPSY . @ @6
There were no abnormalities observed at necropsy. S @@ ©
N & O
III. CONCLUSION v \Q
@ ¢

FEA + FLC WG 71.11 is non-toxic after oral administragign. The acut@%’ral LDso fg)\{?both sg%)es @
greater than 2000 mg/kg bw. Thus, FEA + FLC WG ¥T.11 is not @s&ﬁed for &oute «@1 togég@lty &@
@ N) ©)

according to the criteria of Regulation 1272/2008. ®)
¢ & @ & & R @§ EN
Ve & & «
- Q@ v L@ R 9O o @
CP7.1.2 Dermal toxicity . é@n «:»;7\ @ 6\ RS %@
& O A& N A
Report: KCP 7.1.2/01 B 200@%-2@2-02@ S o’
Title: Study for acute d tox@ y inwats C: E %5361 @@ WG7T Al @j @
(EXP11074B) &~ . o8 o7 (&7 7 & w §
Report No.: 036525 Q@ NI OEEN y\g® é\a @ & O
Document No.: M-220872-001° &= . A N @ ©
Guideline(s): EU (=EE(@67/5 4$REC @A}nexgﬁo’art@@; OECD: 40@@%@@ =1§P\‘§&): OPPTS
870.1200
Guideline deviation(s):  none \& v 6§ &@ @ @ @© LN
GLP/GEP: yes N & e &@ 2 o O
o N @ @ N %

N
Executive Summary \ ) *o $ N
An acute dermal toxgglty s@y wigh AEXF05 ‘t O6©WG % EXP@OMB (FEA + FLC
WG 71.11) in Wist ats WAS @uate@s a Kmit test accor ng t® ECQ 402. The test item was
moistened in wateand wkas agln@lst@ occlusw igﬁps each @/e male and female rats at

the dose of 20 W. @he EXPOSUEE | urat jon wa er which the application site was
cleaned with er a soa@Ther&er I@’chm@ 51@ of t 1ty [ocal skin reactions or mortality
observed. TheTats Wgte subjected to nec?(%sy ermisation 4ad thet®were no abnormalities detected.

Based ond th& result, FEA +F G:7h.11 idriot cla s1f%®for {@te percutaneous toxicity according

to the @rla of Regué@ion @/20 o \@Q %, N O
§> N NLA@rE]@ALSé%D%a%THODS

9
A.MATERIALS &% o . & @\ N $ &
1. Test mat@nal © ©© \ &

Name; =) % §E F@:“% §€?W@@@Al EXP11074B (FEA + FLC WG 71.11)
Desc&on N htly bej

Batch / Lot No.i > 5 OP220266
Purity: 0% @35% w) @oplcohde
68. osetyl-Al.

Stability @wr cm%pmg 004-03-20.
2. Vehicle: v\g %015‘[ Wlth water
3. Test 1mal@ @

Speciss: 57 & § Rat
&@in: @@ P § Wistar rats - HsdCpb: WU

X: Males and females
Ag Males: 9 weeks
Females: 12 weeks
Weight at dosing: Males: 228-250g

Females: 203 -213 g
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Source: T C—
Acclimatisation period: At least 5 days
Diet: ® 3883.0.15, ad libitum éf >
Water: Tap water, ad libitum o @§
Housing: In groups in standard polycarbonate cages @Hh low-du (OQJ ood
granules bedding < & @Q
Environmental conditions: v Q N
Temperature: 2242 °C &% . O § \245@
Humidity: 55+5% © & PO S
: . -1 V @ @) A @ @
Air changes: ca. 10 h Q @ L = S
Photoperiod: 12-hour artificial lighting o s Q@ IS
%@ Q& &' &© % @) &@
B. STUDY DESIGN AND METHODS Qo?% N @ ) \© & @
1. In life dates: 2002-11-13 to 2002-11-27 SRR N
N 2 A SIS
2. Animal assignment and treatment &) @ g}ﬁ QP ©@J ('S % .
Group size: 5 rats/sex % @’ \@ N % N © @j Q%
Dose: 2000m ng\ AN (& & O = §
Do . RS SO A
Application route: Dern& ﬁ*ve % SR, @3\9 @ N Q
Application area: Up t62.5 %ﬁ < @ TS S &
Exposure duration: \ @b @) @Q *o
Test substance removal: he trq,%@d ar@@a@%&/as ne@%th @@@p an waterQ
Post-treatment observatlo 4 daxs < @ @ @ é
period: < & @ ©
Observations: @) C@lca@ §@cal @km %actlor;%@mo@ty, 4&%}’ weight, gross
ecropsy @
- % CHE LS s \@
ST N SN
& P RESt e @
S O JIL RESULAS AN@)IS@SSI@N &
@) @\ A N N & %,
) o & & L s &
A.MORTAEITY S ¢ N e &S e
There Wer@o mort@m g (see g;g%le 7H02- l)b\ @ @ é&%
G X
Table 7@? 1: Be@llts Oo\t%e acu§er@$aneo@>©tox1€ﬁy test @th FEA + FLC WG 71.11
Dose N7 %Toz(}@o ical @ﬁet a@du tlon Onset of death Mortality
(mg/kg bvédp S ulto> |5, of signs (%)
@ O @?@ .9 0o Ofales @
L I I I IR N
P MG
2000 T 0T o] S o - | - | 0
Y 8, @ OL@’O: @}?@00 @kg bw (males and females)

* 15t number = number of @ad anfwals, 27 numb&t@ number of animals with toxic signs,

3" number *@nnb&%f ani used> Q

B. CLINIC @SE VATIONS O
There «- nical signs @ptoxicity (see Table 7.1.2- 1).
§ sgns dftoxicity ( )

@CA KW§E TIONS
ki

in r€actions were observed at the site of application.
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D. BODY WEIGHT
There were no effects on body weight.
E. NECROPSY . @ @©
There were no abnormalities observed at necropsy. S @@ ©
S S ©®
III. CONCLUSION @ &
S &

FEA + FLC WG 71.11 is non-toxic after dermal adminisgration. The ac %percutane LIS Lng%)r b
sexes was greater than 2000 mg/kg bw. Thus, FEA LC WG@ 1 is not c@aﬁ@for a@te &@

percutaneous toxicity according to the criteria of Regylation 1272/2 )
é Q <§ &
S) Q @ & & @ &
& D Q @ 2
CP7.1.3 Inhalation Y

No inhalation test has been conducted w1t%*FEA$ FLC@%G iz\f’l@ 9@1’1&31 %r i fﬁatmn
exposure to the product as is going to be pegligilile sin l‘@we stanc ile Qntl
the product is practically dust free (ﬁ ; ; 2003; M§§152 1- 1)

However, information on this endpoinfxs req Juired grodu appl’re$ by aying. For 1rnal
welfare reasons, a new inhalation s y i %@t degfned @sona In §1 @on 0%t city is
predicted using the provisions of P@ lat 1272/20083Annex S n 3. o_tlis end, the
available inhalation toxicity mfoﬁ@atlo%ls comgp iled gy all por@nts o LC 71.11, in
the respective CONFIDENTIAgpart @ocun@lt J

In conclusion, FEA + FL WG 7M1 ipredicted to be nm@%xm@f 1nhaled T@ acute toxicity
estimate for FEA + FLC WG 714 is g@ Thu@ﬂFEA& F WG\%’ 11 & not classified for
acute inhalation toxicity- %@ordmg to thg crlt§ of P@gulat@n 12724 008@ @X&

O s L8
@%¢§%@@§©§g\ S
CP7.1.4 karrlta®n @
N

@ &
Report: @© ATKCRY. 1.4/

Title: Q@ Acéute de%al irritation 1% bit: - ADF0536%6 06 WGT1 Al (EXP11074B)
Report Ng.:9 &0379 703
Docum@o.: § N & ©\
Guideling(s): EU& C&92/69/§EC K@OEC%’ 404«
Guideline deviation§ noke N é& S
GLP/GEP: Q%es @ w\ﬁ %@’ >
N ~ S S

E @ O e @ @ v

xecutive mal@ o
A primary. dermal 1rr1tat@n / stutgéi I\@ Zealand White Rabbits was conducted with
AE FOS@ 06 WG7leA1 (F 1.1 ¥according to OECD guideline 404.
A quantity of 0.5 g test ite \a&s applied t q@101stened cotton patch of size approximately 6 cm?

and &pplied on to ¢hy prq@ed aféa of& S@After 4 hours, the treated area was wiped off with a
moistened cotton pad. @

The degree of 1@1tat101}N ﬁgre , 8 and 72 hours after removal of the test patch. Except for
a very slig yt ( e 1)Xwote in one animal one hour after removal of the dressing, no
cutaneous ctions wergsrecorded duxing the study. Mean scores over 24, 48 and 72 hours for each
animal V\@re 0. %0 arfd0.0 @} erythema and oedema. Based on this result, FEA + FLC WG 71.11 is
not cl@edﬁ prl%ry sk@ 1rritation according to the criteria of Regulation 1272/2008.

S &Py
&
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L. MATERIALS AND METHODS
A. MATERIALS éf >
1. Test material: o @
Name: AE F053616 06 WG71 Al - EXP11074B (FEA,FLC WG 7@ )
Description: Granulous beige powder @J@ & @®
Batch / Lot No.: OP220266 S @
Purity: 4.35% (w/w) fluopicolide 2 O & 2
68.7% (wiw) fosetyl-Al._(9 & O S e
Stability of test compound: Expiry date: 2004-03-20X Q@ @@ § %, &
2. Vehicle: Moistened with water@} &© S R § Q&©
3. Test animals ) o & A © &@
Species: Rabbit QQ. Q} . @ N \© %@ @@
Strain: New Zealand White ¢)° & %\ %@J @b N S
Sex: Males QO @ Ny B @
_ s & LY S & oo
Age: 2-4 months% @ K IS ©) @7 @&
Weight at dosing: 2.540.1 N (e} &% @) §
Acclimatisation period: At legsts days = & O @
Diet: ellete@dlet ( ), ad
bztu Qo Q
Water: rlnkmg er ﬁlte@ byaa%p 22&1 m%nbrane@d li
Housing: % Indgldual@ n peslystyr@@e cage§, (48.2cm x 88 cm %36 .5 cm)
Environmental conditjofis: O @ § @ %
Temperature: > %813 ° ©§ §
Humidity: & (3 O (@ @6 \ é ' N
Air changé&: @2 h"©@ N §’ @ © S
Photopﬁ: o @ light/ 12h dark'®” & & @
(NN AN N > D §
B. STUDY lﬁsu@ N@IETQ)D% o & & @
1. In life dates: 2002-10-08 05002111 & U o ¥

2.A d L X
ny@ assngnme@g&n @atm o @ %, \@

Group size: Q\ & ® @\5
Applied amoungy § @sten@wnh@ n%delomsed water
Application ro@te: % ern@ semi“occlusive

pp @Q @ % ‘@

Application@rea: <G 6 .
Exposureﬁraﬁon ©© \‘g Q\ é’@\
md@? test.ifem W{%@Niped off by means of a moistened cotton pad.

Test s ance remo%ll
Post-tgeatment ob atiorm4 days N
SEI IQ y g Q

pegiod: < S @ @SS
Seoring times: > § 24, 4@72 N
Scoring systepy? < As %@dow'n OECD 404
S \%“ &
L o> oJI. RESULTS AND DISCUSSION

o O
: Q : : :
Excep@%r a slight erythgma (grade 1) noted in one animal one hour after removal of the dressing,
no ciftaneoug)reacHons r§% recorded during the study (see Table 7.1.4- 1). Mean scores over 24, 48
ar@ hi@ for each ami¥nal were 0.0, 0.0 and 0.0 for erythema and oedema.

&




Bayer — Crop Science Division Page 12 of 39

2016-11-14
Document MCP — Section 7: Toxicological studies
Fosetyl-aluminium + Fluopicolide WG 71.11
Table 7.1.4- 1: Results of the skin irritation test with FEA + FLC WG 71.11
Scoring time (h)
Rabbit No. 1 24 48 7290 1S
E* O* E [0} E [0} E 0 ;5
1 0 0 0 0 0 & 0P o
2 0 0 0 0 0 [gp 0 oS | @7
3 1 0 0 0 0 4| 0 b 1870 ¢
* E: erythema, O: oedema A N o\\Q X
e & Sy .9 e
X S
111 CONCLUSION R N SN
@ N o S &

FEA + FLC WG 71.11 is not irritating to rabbit %Thus, FEA + FLEAVG Q&ll i@ot c%ssiﬁe@or
primary skin irritation/ corrosivity according to th¢ criteria of ®¢gulation 1272/20 C@} R, §
~

5 LS
CP7.1.5 Eye irritation N

W ~ N >

AN NN R & ©§
Report: KCP 7.1. 5/01#, 2@3; 396501-1 ¢ §
Title: Acute eye 1 tlon@o abbits CoderA F&& 16 GHDAL (g@l 1074B)
Report No.: 037993 Q 6 o & o & o
Document No.: M-223965-01- 1&@ QL @® RS ©©
Guideline(s): EU (<€EC): 9&/69/%@ B.5; OECD0S 2 . S
Guideline deviation(s):  noné‘~ N & @ AN S
GLP/GEP: v O S @ @ <2

' S % @9 § @ @% e R §
Executive Summary®, < @9

An acute eye irrifgtion / corrn s y 1@ ?eala d Wh@ rab&ts was conducted with
AE F053616 06 71 @ (E& A + 1 1k) accofding to the 2002 version of
OECD 405. Oristestday ong, a uantltﬁ) 1 \ng o the Qf? 1t&§was instilled into the left
conjunctival h§2ht @ye remiainedil tre@d Alb@he raBbits @ere treated in a similar manner.

The treated eyes W not tinsede,

There Wag%on]unctli@gl @\um @:o @9 %@1 s%@’mammum score: 3), and corneal
opacit aximum § all rabbits, Two rapbitssajso displayed iritis (maximum score: 1). All
eye reactions had @plet 1y revetsed bydDay k%fte@gxpos@ at the latest.

In two animals, t scorgs for _conjunciival afd cornea effects observed between 24 and 72 h
exceeded the thr@hol lu%gr cl@sﬂe{&)n agieye irfitant in Category 2 (H319 — Causes serious
eye irritation) &ut did®ot redoh or exbeed fhe th,re@lold £&F classification as severe eye irritant.

Based on thest resulfs, F§ W@ 1. ll@s cla ified as Eye Irrit. 2 (H319 — Causes serious eye
irritation)sgycording to éhe crit€ppa of 5%gul ioh 1% 2008.
N
“ AL M@El%ﬁs AND METHODS
RN
N > @\
A. MATERIA,S & @ &
a AN

1. Test matesial: % R @

Name: éw AE F058616 06 WG71 Al - EXP11074B (FEA + FLC WG 71.11)

Descri Q) @ @%ranulous beige powder

Bateh Lo@@o A 0 0P220266

P > 4 co
y: @ gy @ 4.35% (w/w) fluopicolide

Q7L 68.7% (wiw) fosetyl-Al

Stal@y of test compound: Expiry date: 2004-03-20.
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2. Vehicle: Test substance was applied as delivered.
3. Test animals
Species: Rabbit @o
Strain: New Zealand White N @§
Sex: Males S @Q
Age: 2 to 4 months N & ©®

; . g

Weight at dosing: 2.8+ 0.1 kg Q> D

Source: e SR

Acclimatisation period: At least 5 days N SN @ @

Diet: 110 pelleted diet (Wra@e), S
ad libitum Sy Qo @Q}

bt @ $ SN
Water: Drinking water ﬁ@d by a 0.22-fith m @brat@ad libitum © 5
Housing: Individually in pé}ystyrene ca% (48 5 m§@6.5 ctn). @@
Environmental conditions: % &° % ©© \% %,
Temperature: 1843 °C Q @ é\a @% b@ D« AN .
Humidity: 30-70% & > @ K s O & &
Air changes: approx. ]2 S \\ > &% Qo §
Photoperiod: 12h 1/ 1 i&g\c’laﬂé\g@ \& %(@ N @@ é\a S
RSN 3
B. STUDY DESIGN AND ME%ODS@’ S @\@, ©§ S § ) 2
1. In life dates: 2002-10-15 to &@4 @, @6 @® & @© @©@ o
2. Animal assignment and f@atmeht S v S @Q & é
Group size: @ @& ¥ S @ \@9 2
Applied amount: = <?mg@ S <& Q‘&
Application route: stillafion it cory ?’ ctivdDsac %
pp N ion i conyy LS .
Test substance renfval: @ 'E egjot r1 %\ Q é& &\
Post-treatment @bServation lg;ws@ > ©© @ @
period: ‘N é@ @§
Scoring ti @ @ % 2&48 7@ and\\ﬁﬁay 10 po@stlllﬁ\ﬂon
Scoring sy @J@ «:4\? As laid dc%n in GEC 5 O
'S @© @ s
1&9 RE%@?IS ﬁ%n Di%ClgSION
There was conj@ctl @edn@ ( mun%sco @mosm (maximum score: 3), and corneal
opacity (maxigum sco; all §a 1ts@\fwo () blts f@tso displayed iritis (maximum score: 1). All
eye reactionS®ad co@ﬁpl rewgr%ed @afte@xposnre at the latest (see Table 7.1.5- 1).
In two and als the mea for denjunéival affd cornea effects observed between 24 and 72 h

exceede@‘l threshqlcf@alu or cl&sﬁic@on as eye irritant in Category 2 (H319 — Causes serious
eye 1rr1tat10n) but d@l L ch 0 “&xcee@%he thé%qold for classification as eye damaging (Category 1,
H31§ Causes serious e@ﬁam&g @
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Table 7.1.5- 1: Results of the eye irritation test with FEA + FLC WG 71.11
. Conjunctiva . .
RaNl:)blt Scoring time Redness Chemosis ({)1:125) Cornezl)l_:p i @
) (0-3) (0-4) . @?@
I h 2 1 0 A
24h 2 2 10> 1 &°
48 h 1 1 2 JE I S
1 72h 1 1 50 N
Day 5 0 - 2 D 90 Y |
Y O
Mean score & S) v <
2448721 1.3 R K <03 o R (o
1 h 2 lE P 0RO 0 @
24h 3 . L3 OS] LS a0
48 h 3.0 93 & W ld 2
72h 3 A o ® N  Tie O & o
Day 5 2 & NS &% 070 IS
2 Day 6 Q Sl &y 47 S0 &[S B
Day 7 &@b (%I R 9 @Q} 0> &@90
Day 8 Ri1ie, & D1 § .9 @ O ~ o
Dy |2 - Y @ 0?7 RN 0 & [A o0
Daylo T o« 0 ¢ |& 8 &S] < 09 0
Mean sc&re@ O N 4 N ® %J
s | o, 3P ﬁ§b G 30es | S 2.0
1 B 2.2 S x QO &A 0N 0
Zh | &2 N2 oe [ " 9 1
s O [ 27 O T2 @ S 2
0§ o2 (T § 0 1
A4 DHEs5 TV & Ly & 1 A ES 0 0
e Dy o & (S 0 0
A Day? . [ TN 0 0
g S & 1Y A o 0 0
@.Day?% @y @3?5’ RS 1@© 0 0
@Dy ¢ Y0 O | O W 0 0
)
Mean scorey | o, ;(Q S
@% 24,48, 72.h § @Q: }\@ %@ 2.0 0.0 1.3
@ O\J ¥ Q ©\
% S @ . CONCLUSION
N (g @\ R Q

FEA + FLC W@G*71.11 is i

Irrit. 2 (H3 @%

Ca “seridus e
uses

€o

tin&

rab@ eyes. Thus, FEA + FLC WG 71.11 is classified as Eye

y&rrita@on according to the criteria of Regulation 1272/2008.

Q
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CP7.1.6 Skin sensitization
D
Report: KCP 7.1. 6/01_ 2003; M-223976-01-1 \@ @@
Title: Skin sensitization test in guinea pigs (Modified Buehler test: %apphcatlons) Q‘?ﬂ’ AE
F053616 06 WG71 A1 (EXP11074B) Q & @
Report No.: C037998 v \
Document No.: M-223976-01-1 % § § &
Guideline(s): EU (=EEC): 96/54/EEC, B.6; OECD>406 a X
Guideline deviation(s):  The Buehler test was conducted in @dlﬁed Vers®usmg 9 1nst@%1] of @?uctu@ @
GLP/GEP: yes @
@ &© é% § <§ N
: @
Executive Summary % ) ©

The potential of the test item AE F053616 06 @71 Al (EXP 110’@% FE% +§@ WG 71
induce delayed contact hypersensitivity following cu%meou@ph@@fon \ﬁ,@ ev@ted &&gum@ plgs
according to the modified Buehler method. © @ é\g @§ (o3

Thirty guinea pigs (15 males and 15 fe les) \A@ ¢ allpcated@® two%ou@ a c@rol @ @we
males and five females) and a treated gr Y% “mal %d te@fema%e%

During a 3-week induction period, the@ ma<1§ of th@tre@teﬁ grou@ ec %d 0p1 appHcations

of the test item. The application si were cov@d by@ @res& for ours on each
occasion. The animals of the coggo grdip rec%wed aﬁaphc@mns ur1 und@ the same
experimental conditions.

On day 29, after a rest peridd@ of, 9\days, %lma§ of Héth @ps w@e c@en by a topical
application of the test itemstg th r@ht rlﬁed water W 2 apphied to_the leftflank under the
same experimental condl%)ns %t 1t@ and@ rlﬁe Water we@%mn@gmed ¢mder an occlusive
dressing for 6 hours.  °~, @ y\’

Skin reactions were ev@}uated@pro@natel@4 a8 ho@s a al Q,f ﬁ% pads.
Test item concentragjens we as@ﬂows@ndu (w/ s 1, &, , 8,10, 12, 15, 17 and
19.

No clinical s1 s rel to tf@itment er@oted

During the in tlo@perm&, no well-defindd skifPrea s wée 0

After the, cf@llenge appl%:atlo the, -hou@eadm a diggrete @ythema was noted in 4/10 animals
of the \[rol group 0 afimals of th @eat@g@rou@ At the 48-hour reading, a discrete
erythema persisted he f«kg tr%ted of M 1mals the control group and appeared on the
left control flank @ 20 anima the{;,reate ‘gr erythema was noted.

Challenge: 25% 9days%§ The Vehl%\lse as p %er
an t%é study

No cutaneous reéotiongaitrib 1: @%lay%con t hypetsensitivity were recorded during the study.
A contemporagy reliabitity eh€ck uSing 2®erca@oben iazole showed a high rate of sensitization
demonstratlﬁgthe réHabilif§ O of t@ﬁes@tem 5N

Based on &%s result, FEA F@WG 11 i%not &l@mﬁed as skin sensitizer according to the criteria
of Reguli¥ion 1272/20@@

N
N Q
\y\’ v @@ Los B&E@Ls AND METHODS
* &Q @ &

A. MATERIALS A § SR
1. Test ma@ al@ S @

Name@ @Q < ©© E F053616 06 WG71 Al - EXP11074B (FEA + FLC WG 71.11)

Des%%tlo N Q" Granulous beige powder

@Q O OP220266
ﬁ ity: © @ @ 4.35% (w/w) fluopicolide
( 68.7% (w/w) fosetyl-Al.

Stabi ty of test compound:  Expiry date: 2004-03-20.
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2. Vehicle: Purified water
3. Test animals
Species: Guinea pigs @o S
Strain: Hartley Crl: (HA) BR N §
Sex: Males + females S @Q
Age at first induction: 1-2 months @J@ & @Q
Weight at first induction: Males: 346 + 18 g S @
Females: 346+ 11 g % Q o ©
A

g o X
Source: I - S o
L . O O L9
Acclimatisation period: At least 5 days Q @ 2 &
Diet: 106 pelleted diet (g ) ) Fragge)., &
ad libitum % R © @

Water: Drinking water&red by a 0322- um@iembrzﬁe bztu@ @}
Housing: Individually ¢ poly%ﬁ)oné@cage@\mh@@inle teel\fﬁ (48& X
27 cmx 20 @% é\a @ @ ¥ % .
Environmental conditions: % @ @ Q & Q @7 @&
Temperature: 22+2° SO D NS
Ha NS <) o $
umidity: 30-7 N @ &N O N é\a S
Air changes: app@ 12&%1 é\g Q\ @w\ﬁ § @ @
Photoperiod: hgh@’IZ hﬁarkb% N @@ N
9 O Q L N
B. STUDY DESIGN AND @THQ%S v f@f@ &@ @§ S @© é&
1. In life dates: 2002-10-21%o 2&%2 11-2, N @ S ‘\@ . & &
2. Animal ass1gnment&l?a trea@wnt@ S § @ X
Group size: . Pre sjudy: /s€; 0r1 ct1 on; 4 (2/5%\)9;) fo@allenge
Q @’ trol @10 (36ex) & O
@ & @st ue@ 20 (¥ @ -
Inductlon é@ @ Q>
r&& @utane@s ogC SlV %
SCh Days 1,%s, 840, 12015, 1%0and 1@
C@lcentratlonss% S 0% @yw) & U @ é&%
@ppllcatlons@ﬁ @An or left ﬂan < D
&EX %, NN N, O
posure% tl% Q,\}ﬁl @@ o
Challenge: o @ é\
Exposuzg rout«% &pl%?aneooz@, occlusive ©®
Schedule: ) Day?9 & © @
Cofigentrafidons: © 5% ( ~\ )OS
plication sﬂb Woste B10 rlgh@(?lank@
Xposure durétion: ®6 h @
Scoring ti \ % 24 and 48 h afté@nd of challenge exposure
\y\’ Scoring %@tem agnugson-Kdigman scale as laid down in OECD 406
Negative contrqls: }\Ie tlve coftrols received sham inductions with vehicle (water) but
we@ chal@lged with the test substance as described above.
Rehablh‘@%ecl«x% lﬁ%smv@j:ontrol 2-mercaptobenzothiazole (20% w/w for induction
@ @@ @© §and cT‘@llenge) conducted in October 2002
NS o
& e
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II. RESULTS AND DISCUSSION
A. MORTALITY °
There were no mortalities. @ @6
S
B. CLINICAL OBSERVATIONS @b @ @
ay } @nd

Hypoactivity and dyspnoea were observed in 1/10 animals of the control gféup betwee&

day 22. No other clinical signs were observed during the study. % &)
@ &% \v\g\ \ é%
C.BODY WEIGHT e @ Q) Q\ @ &@
There were no effects on body weight. g @Q %@ Q@ § C&©
@ S Q) @
C. SKIN REACTIONS ﬁ R o Q & v N

After the challenge application, at the 24 houftgead in@a dls§‘ete %ythemsa, wa ed 1@10 dwimals
of the control group and in 4/20 animals o@the% ated@ oup @see 1)c At the%48-hour
reading, a discrete erythema persisted onqﬁ;)e mé@’tre & ﬂankf 1{10 am@als of the caftrol p
and appeared on the left control ﬂankQ 1/2@%an1m§§ of @trea&@ gr&&@ nofether erythe@as
noted. S

No cutaneous reactions attributed to Qay%comta@hy@ens{@lty @v@ reﬁd @ng @e study.
QRN

Table 7.1.6- 1: Results of the Bu«@g te&g@qth %@s @ W@l %&@ ©@ R@Q . N

@
During the induction period, no well-defined skittteactions W% obsq@ed N\
s §§

. “Day 30\afte24 hour§f @ 2 Da 31 (afte@48 hours)
Sex Anu{)lal Left ﬂa§g § @5 ﬂanl@‘test Right flank
number o @vehic & § item) N (veh§ ‘”\7 (test item)
Control group % < S V@ o\@ N C&N S
s 4 @’o§ S1s L ohy s
539 S o W oA @ 0
g@» ©\ o % N Y §@ ) 0
Y 00 © T 1 d S 0 1
R RN E Y I 0
As s g LT A EE o
69 N N RN 0/S 0
70 P L o . S 0/S 0/S
Treated group ¢, @ § z)% \%U O
Male &) 0 0 0
é@ D SonT P O 16@ 0/ 0/
S Y W 8 & @ 0/ 0/
) 59 o & @ | .0 0 0
é 60 N @ S 0 0 0
K Q
%, 61 ] @ 0 @ Q0 0/S 0
N 62 > 6 R o 1 0 0/S
63 @ & 0 0 0
CERS (@0 & R 0 1 0
&35 0 @ 0 0 0
)
> Q
S
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Animal Day 30 (after 24 hours) Day 31 (after 48 hours)
Sex nllga Left flank Right flank (test Left flank Right flank
number (vehicle) item) (vehicle) (test itemn)
Female 71 0 0 0 0@ 4
72 0 0 0 @ v
73 0 1 0o O @8 &
74 0 0 0 @ S o
75 0 0 S &
76 0 0 % O %\ %
77 0 0o @ N SoNg &
78 0 0o @9 & S 0. Z ©
0 0 S
K O S g
79 0 Lo O 0s | Q %@? Q§©
80 0 @ S 0 9 ¥ @
S : dryness of the skin \5 2 > SN
G > D LSS
111 t.NC@@PJSI%@ & S
FEA + FLC WG 71.11 is not skin sensﬂg%gg i @’e e@ler te@ Thys, FE FLC@V G @j 11 i@riot
classified as skin sensitizer according tOQhe crﬁ@rla O@Regug@n 137 /ZO é\a w
S es e s EES
CP7.1.7 Supplemen. &r st @?es on th lan ot on d
upp tary @u i 5 &p @ gm u \

No such studies are necessary@nce there ar@no ern r%e .g., @om pblentigl synergistic or
additive effects exerted by ‘gg actlve\subs@lces or 0the&om§ nts@jl th%@ plant p&tection product

that would require further investigétions, & @ .
5 & @ o NS &
CP7.1.8 S&ppler@ntar@é studie fog&)mb@am&gs of pﬁ'nt p@tectlon products
No such studies are essar@ s1n@‘?EA @FLC§ G 7&% is n@ 1nte&ed f@{ use in combination with
other plant protec@ prgucts Q @ I @
D & \\ S LY @S
@ S o & N @§ @
A S %
N & @ ¥ o & T
A S o = .9

N R
5 & & & .~ &
o NS s & o
N
S\ L 4+ 9 @
@’ & S @ N
°\ Q @\
Q N S0
o %@Q@’Q@@
S @ﬂ&@\ O
@%
&%“ﬁ@@
&§§©%©@
& ge
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CP 7.2 Data on exposure

Evaluations of the exposure of operators, bystanders, residents and re-entry workers to fog@pyl-
aluminium (fosetyl-Al) when used in Fosetyl-Al + Fluopicolide WG 71.11 (FEA + FLC WG\ 1)@@
formulation are provided in the following sections. S @

@

F @
$ &
CP7.2.1 Operator exposure % @
FEA + FLC WG 71.11 is a water dispersible granule c@mmg 666 @g/kg fosety 'éﬁ?l ané@“ﬁl 4 $
fluopicolide. The proposed representative use is as a fungicide on grépes. Applica A #ELC ©&
WG 71.11 will be achieved via broadcast air asswte@prayers Wat will be t 1lue n a%g
situations. The full representative GAP 1nf0rmat1@§ 1s given 1n%cur&5mt Déand summ@lseck
Table 7.2.1- 1. Q@
@ \ . % §

A
Table 7.2.1- 1: Application parameters fm&A +&C %G 71. % é@% §

S o o

Application Crop(s) Growth @’ M&mmuﬁ%se {@e Qp%ayq “Ma Spray
technique stage @g@ﬁr qs% SN M@olu N¢, Inferval | @ay)
G@, kg/@ @/h<¢ (L2 t- < ayg%
Q e, | praduct @ 0set%\@l o §iﬁentt N
BAA Grapes @-81 KF | O3 5] @° 5°100-Y O 14 21

N ol &@Q 1060 v éQ
Vad < 5
BAA = Broadcast air assisted spray%F Fl@se G reenhd@e use @ @

N
~ L I S
IS ¥ .0 ~.8

Dermal absorption: é\a @ % SN & §\
The following den@l ab&orptlo@val@for fosety ar%@@sed {1 the pyesent risk assessment (for
details see SectigyCP.%3): &\ \ &\ N ) %@
0©©1% r the @mcer@ate ég@asu@d at 7 an@4% (measured at 2 g/ with a
pre@’cted i%’wes‘r@gq—use oncatlo 2 g/Ly for the spray dilution

@ PR SRS % %

N Q Q& @\
Accep&le Operat()( @po&u@Ldel AO@Q o\© % g\

bw/day obtained%h IC E &tud sing &safety factor of 100 with no adjustment for

An AOEL of 5 m/kg bw § is e f%sbhshé@? for &ety 1' based on the NOAEL of 500 mg/kg
ch
oral absorptem@@e esgry (sg@llsé@cum MC@ Section 5).

9
o © 2)
& N &®©\
o %@@O@Q@@
S . @ @\@ O
G @ © 9
& \%é@ S @
O - N

' Fosetyl, EFSA Scientific Report (2005) 54, 1-79, Conclusion of the peer review.
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Operator exposure estimates

Operator exposures to FEA + FLC WG 71.11 are estimated using the German model?, the UK-POEM?
and the new EFSA calculator* (although not implemented at the time of writing) with the rel t D
scenario “Tractor-mounted/trailed broadcast air assisted sprayer”. Details are given in Section’ CPS

7.2.1.1 and in Table 7.2.1.1- 1 to Table 7.2.1.1- 3. 5 @@\
& NI
The results of the exposure calculations are summarized in Table 7.2.1- 2 @
%% °\© Q, @ %@
Table 7.2.1- 2: Predicted systemic exposure as a propgg@on of the A%L C«z}g \\ @@ @
Q
Substance PPE al systemic ex@)ﬁre °géf9AO L7 J§” é
émg/kg bw/ddy)* kS R ! é}

Ger model N @@ Q Q @
Tractor-mounted/trailed broadcast air assisted spra@@f hyxﬁfauhc n@xzles.

a
NoPPED'| @ BA1s66S | o %
With PPE? | @027 o & &Y g
ENETCT T
Tractor—mounted/tralled@oadc%g; air ag8isted é&ayer t&%aul@ozzl(@ﬁls hf@@ q
Forn [ “ingh 5 [ & 7
SwikepE Y] O 1B3Rn> 3§ s
QN SA C @ulat&g e e © O
Tractor—moun%’d/tra‘ﬂ@d bro@ast %E&sswte@spraye%hyd%r‘?&dic npZ s, 10 ha
2 SANAS
. N&BPE ) 04680997 N & 3
Fosetyl—Al\ % P @ é {8 — &
i, Q| With pPEY (3%483&»1 . @ 1

o2

# Fosetyl-Al: AOELZ 5 bwég@
1) Lightly dres@%pera&g weari short Steéved T- Shlrt and
2) Gloves dus@ mixin&Hoadingtand a standard co%gall duri g pphc

3) One layerdf ty@work wear (e.g rousers long @@eved shirty as wg \ s smr% ot wear
4) In adgh tot 1 wo@vear (sé)

surfaces:

5) P@mal exposure without RPEZPE. % \ @
6)°Q addition to typ1 ork @a (see @ tective love@e wong r%&l@jg and loading and when handling contaminated
& aces. @% ®) %,

o,

\ % N

Overall assessme§ S N @ @;\’ é %

Exposure estimées predict a@eptab%@ ris Ope@rs using FEA+FLC WG 71.11 for the
representativeggse o pes; oul@wear@lequ® workyrclothing (e.g. a long sleeved shirt, trousers

Fosetyl-Al

Fosetyl-Al

e glo%igs are w durm 1& xlng and loading and when handling contaminated

and sturdy fSet Wea@ All @ree&%del edictthat t]@product is safe to use without additional PPE.
However,the notifier recdmmentls thitthey@lso wéar protective gloves as a good farming practice
during 1ng/load1n§@1d whgn han@ng @tam@ated surfaces.

N

<&

AN

P ’ afeguarding the Health of Applicators of Plant Protection Products (Uniform
Opedator Pfdtections); Mitteilungen aus der Biologischen Bundesanstalt fir Land- und

. N
Prlles
gtwm aft, %?ingem, no 277, 1 - 112 (1992).
3 e
p

ntifi® Subcommittey” on Pesticides and British Agrochemicals Joint Medical Panel., Estimation of
e and Absorption of Pesticides by Spray Operators (UK MAFF) 1986 and the Predictive Operator
Ex; re Model (POEM) — A User’s Guide (UK MAFF); 1992, revised model 2007.

EFSA (European Food Safety Authority), 2014. Guidance on the assessment of exposure of operators,
workers, residents and bystanders in risk assessment for plant protection products. EFSA Journal
2014;12(10):3874, 55 pp., doi:10.2903/j.efsa.2014.3874.: Version 30/03/2015.

4
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CP7.2.1.1 Estimation of operator exposure
Operator exposure to fosetyl-Al in the FEA + FLC WG 71.11 formulation is estimated usin @he
German Model, as well as the UK-POEM and the soon to be implemented EFSA calcuLa for
tractor-mounted/trailed broadcast air assisted sprayer. S @ K
N &@ ©®
In the following paragraphs the assumptions used for the calculations are sunfharised o °
3 O & °
German Model ©) {*’ PO S
Treated area: 8 ha/day. \g Q@ @@ Q\ %@ IS
Max. dose rate: 3 kg product/ha, i.e., & ®) %, Q@ Q C&@
- FEA: 2 kg a.s./ha. %@ Q& . &© @© @
Body weight: 70 kg. Q'?Q} N @@) ) & o @}
R A N SN\ SN
UK-POEM S & A i @6 SN
Treated area: 15 ha/day. %G @) GRS LS <\ o
Max. dose rate: 3k d % v @ N © @j %
. : gproduct/ha,iTy - N\ < @
FEA: 2k o ¥ OO0 &
- : gas/ha. & N O NN
- . @ N0 . & 0 S S8
Min. spray volume: 100 L/ha. Y QA <y @ SN
Work duration: 6 hours/da&© % \Q %, \@' @@ D @ ©
Body weight: 60kg. Q > O © @Q W
9 9 S & ©© o S
@ N @ @J@ ?° Q D
EFSA Calculator N @ S @ g Q
Treated area: 10 ha/dayss O N - S N 2
3’@ N AN
Max. dose rate: &@ product/h#&i.e., § S < @t@
- FEA: 2kg ha @ 6@ Q &« ~ )
. ) BN Q LN ~
Min. spray volume: {100 NS o &
Work duration: 6Qours/§ > ©© @@ o @
Body weight: 60 kg.. > N
" 8 o & ¥ TS
Dermal absor@ion @,@ 9 & O @
- FEA: % for& co trat&and 4% for @f in-uge’dilution.
\ @ @ @\
Person&protectlve@q‘ﬁpm@r@PPE) Q° \© o N
No PPE: § N&addlt@lal PI@ is wWern d@ng 1%@/ loading and application.
With PPE; ﬁlove@ )%rn dwing mixin ding and when handling contaminated
Surfaces. <) S < >
@ O o S o
Q0O S & b
9 XN & @
<) N @% y %o
@’ 2 Q SIS
< N N
N N S & &
S ¥ & Q
. & & Q
S ) %,
@ < © ©@
o & © ©§’
Ol
(SN
$ & e s
¢ &
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Table 7.2.1.1-1:  Predicted systemic exposure to fosetyl-Al according to the German model/no PPE and

with PPE
Operator exposure estimate: German model. Tractor-mounted/trailed broadcast air-assisted sprayer )/(@0 @
Product: FEA+FLC WG 71.11 LS @L@@
Active substance: FEA a.s. concentration: 667 [gN o%g] N
Formulation: WG PPE during mix/loading: Respiration: No @ @
Dose [l or kg/ha]: 3.0 Hands: Gt& A . @
Work rate [ha/day]: 8 PPE during application: Respiration: None @ N L
Body weight [kg]: 70 Hands: %%one N @) . § «;&@
Inhalation absorption [%] 100 @ Head: & None y\g\ \\ @
Dermal absorption [%] 1.0 (concentrate) v Body: Q@ Standard prdctive e@rall ?”\g@ &@
4.0 (dilution) R S S & o
@ $ Q X O
Calculation of route exposure: % Q ¢’ [$ © {\@
Specific exposure a.s. handled U Estimatedexposure [Rag/kg bw/day] S © @
Route [mg/kga.s.] [kg/day] No PRE @duc@gn\ﬁctor Qr With&: RS @
@L‘/)} w\g\\)j & @ @ 1= Inhalation
v = 0.008 16.0008 @.oms@@ Tro & 0018 Do Dol g ©
Dwm) = 2.0 16.00¢ N ©0.4577 Q0.0I £L>0.0045 ivLodding
Ia= 0.018 160008 <> 000114 & 1 O 0004114 | AZappiion
Da©) = 12 10008, 0943, S @ o> 4299, 32 - g
Dam) = 0 R K > ~ < =
(H) 7 .OOO;K 16 > > .0 S 62@ C=Head
DaA®) = 9.6 & 16.0048 'y 2.194%v 0.0 0.10 B =Body
) N Y N
N 6 o Qb § L& 9 &
@ N W @ Q S
Absorbed dose: K> ¢ v No PPE, }%h PPE
Y Estimated & Syste ic? CFstimated Systemic
Route © é%bsorpﬁ@gf%] ute expure exp&& Syoute @ure exposure
: D L med bwidayl mokibwidayy [mehgW/day] _[mekg bwiday]
> o O & .09, &
Dermal: M@%oading@Q v @60.45 %6 @000@& &\0.004572 0.000046
licati § @% S 2.6&03 @ 0105148 0.544027 0.021761
Inhalation: D(/Loég N 0 N ,0:081829 &) 001829 F  0.001829 0.001829
@) App;i&,tion S e 100 &NMII@' 004144 0.004114 0.004114
N AR o aothl=] X7 &y 0.115663 0.02775
N 7
RS NN R
.9 %@ % b\ © @ é’}]
> o O & & N
A L@ \Q & O v O
A
FUEFSE S
o & & & .= &
Q N < N <
o O & . . O @
VOO & D
AN SRS ,%Q & @
5 & ¢ &
& 2 Q &
N S BN
(AN &©
@" N
PR ) SR
&3 o
% Q
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Table 7.2.1.1- 2:  Predicted systemic exposure to fosetyl-Al according to the UK POEM/no PPE and with

PPE
THE UK PREDICTIVE OPERATOR EXPOSURE MODEL (POEM) WITH GERMAN MODEL MIX/LOAD DATA (75th PERCENTILE) ,@no 6
Application method ‘Tractnrmnunhedftrailed broadcast air-assisted sprayer: 500 |fha E] O\Q\ A§
Product "FEA+FLC WG 71.11 Active substance FEA @
Formulation type a.s. concentration " 666.7 1@ @
Dermal absorption from product 1% Dermal absorption from spray " & @@
PPE during mix/loading ‘ Gloves E] PPE during application ‘ Hone (I@ E] o
Dose v 3 kgproductha ~ Work rate/day 15 ha @ @ L
Application volume " 100 L/ha Duration of spraying 6h @ @ 2
© > S~
)
DERMAL EXPOSURE DURING MIXING AND LOADING v @ @ Q\ @ @
Hand contamination/kg a.s. 5.72 mgkga.s. ©Q @ @ éﬁ é
Hand contamination/day 171.60858 mg/day N v Q ®
Protective clothing None @ Q& ©Gloves @ @
. . . Q
Transmission to skin 100 % Q @ &
Dermal exposure to a.s. 171.60858 mg/day Q'? g% . @ 716& 'mg/day @ @@
INHALATION EXPOSURE DURING MIXING AND LOADING ° N} o °\ B
Inhalation exposure/kg a.s. 0.0358 mg/kga. % @@ R & @% @
Inhalation exposure/day 1.0740537 mg/day Ko @ Q(\}' 6 @ % o
RPE None % R @' @ Q @ No @j @&
Transmission through RPE 100 %, > \ 6 % @ 100 %
Inhalation exposure to a.s. 1.0740537 @day \ \ & o\ &05 mg/day §
N@ S %© @j Q Q
DERMAL EXPOSURE DURING SPRAY APPLICATION &/
Application technique Tractor-mounted/trailed b@icast aj %msted sprayer 500 ]/l@\ﬂ@ @ @ @ @ @
Application volume 100 Sp! N ®\ @ @ @ Ro
Volume of surface contamination 400 6 @ @ < N
Distribution @ s @m @ @@ Legs&, @ @ K
o 0° 65% GO 2&
Clothing $§ Nohe able & Perme: None Permeab@ Permeable
Penetration G 100% (7 2 Q K% o ” 1069 2% %
Dermal exposure @ @ 10 @ 5 ONO @2 5 mlh
Duration of exposure °\ 6@ & @% @ y\’
Total dermal exposure to spray % 121.2 mlday, @ @ %121.2 @
Concentration of a.s. in spray solutlon@ § 20@1 mg/ml @ @6 o\ é 20.0Q;
Dermal exposure to a.s. 24@%}212 m@y 2o 2424.1 day
& e AN N) ) 2. © <
INHALATION EXPOSURE @G spg‘xnm
Inhalation exposure to spray Q\ 040$50\9m]/h \ °\© ©@ @é& @@
Duration of exposure @ @\ AN 6h N & o
Concentration of a.s. in @ @ 01 r@ R @
Inhalation exposure to a.8% @ 2y 6.0003 ay @ @ @ @
Percent absorbed @ (f@ 100 Q4% N @ R
Absorbed doseo R @‘?&9 6.00 %!g/day @ Q@ \@7
D (@) &
ABSORBE&R%SE o o o\@ WM ix/load @RPE °\© % A X U Mix/load o (ifusAed)ﬁ
oa pplication loas pplication
Dermal exposure to a.s. § & @ 60858\ ay & 24&12 mg/day| 1.716086 mg/day 2424.1212 mg/day
Percent absorbed o 4 % 1 % 4 %
Absorbed dose (dermal route@ % l 716 mg/gia& 6.964848 mg/day| 0.017161 mg/day 96.964848 mg/day
Inhalation exposure to aAs@ DQ 1.07 @ 6.0003 mgday| 1.074054 mg/day 6.0003 mg/day
Absorbed dose © e 23%01395 o\ 102.965148 mg/day| 1.09121 mg/day 102.965148 mg/day
PREDICTED SURE
Total absorbed @35.7552 l%:mgd @ ‘27\9 104.05636 mg/day
gpcra:m bo@zm . @ Q1 763588125 . @/d @\ 1 734272(7) 1:ﬂgg/k bw/d.
perator exposure . g bw/day’ . g bw/day
q & @
~
N R
$MOEL @3% 34.7 %
9 o
= RS
&3 o
© Q
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Table 7.2.1.1-3:  Predicted systemic exposure to fosetyl-Al according to the EFSA Calculator/no PPE and

with PPE
Exposure assessment @o @
. N
: __ - g
Substance Fosetyl-Al Formulation = Wettable Application rate-2 kg Spray dilution =ZD@5.;‘I Vapour pre @=
granules, soluble granules a.s. /ha @ low volat'l@
@ substanc®s having
vapomressure"ag
Scenario Grapes [ Outdoor / Upward spraying / Vehicle-mounted Buffer=5 % Nur@ appliﬁ@ns @
% 3% pl]cgti@ Ko
< < omsier
Percentage Dermal for product Dermal for in use diluation =4 Oral = 100 Inh on =100
Absoprtion =1 < (5@% @ @ & é
RVNAS 5 mg/kg bw/day RVAGE) [\%@g,{kg bw/day Q - a4 f%@) %
DFR 3 pg a.s./cm2 per kg 0 day:
a.s./ha //7@ @j@ Q @ @ @%
Q__° & &
Operatar Model Mixing, loading and appllcatl%DEM @° @ % %U ©@ °\ %
g
Potential Longer term systemic exposure mg/kg bw/day @ 01687 3% of AV @j @ - 365
exposure @2\? (7ﬂ© @@ (% &@% 0&
i g/kg bw /| °
Acute systemic exposure mg/kg bw/day &Y\\”ﬁ 131 \ & :;&%:AAS (($ @ @
Mixing and Loading Gloves = No Clothi Wark pwser - one Solyble bags =§
@ O\ armZ%d\,.I and%ms @ w\? @ éﬁ @
e BT e T
Application Gloves = No o, Chdthing sWotk wear RPE e osed ¢ = MNo
& @ \rms bo}énd IE% @ @ Q R
@EQ & ((@gj cover@ @@ . @ S @@ >
Exposure Longer term systemic exposur kg bv.'iﬁ@v 0. of RVNA 1%
{including PPE N AL ?%’& & @)@ @ (é{
ZEE.I.T\S Acute systemic exposure ﬁﬁ_@kg bwé)i‘:w @@» &).2244 Oy & %{RV%&S \@ &
@ QO
L I S SR NS
Bt opPatorixposis .
CP17.2.1.2 &easu@ne% f 0&6 ato@ p?’gure @ é o
Not required as as&meﬁgs dem@}stra a safe se@ag t%@accegted m@els.
> O NN @
©© ©\ G’% \ & @ v
CP7.2.2 @ysta@%er nd re&ﬂent @(pos@re Q @
No EU—W@J@ validated agd ac ted/ lem@ted g@ma@ode\@’cuﬂenﬂy available for estimation
of bys@@@er and re51 1a1 sur

do@ument@ﬁa‘c (@15 s both dermal exposure — derived from
@0&1\%&— de@ed f an operator exposure model simulating a
an %protected operator spraying in the field.
sed@w
%)

e11®
@ %
This ap@ch is folls@%g a @ﬂance of ﬂ@}er n Federal Institute for Risk Assessment (BfR)> and
is 1§$7ne with whaf'has b pu@he @US *EPA and UK CRD recently. All technical details with

regasd to figures and ass@ptm@s are p@wd@

n this guidance.
> @
At the requesfof th S
&
Q

\ ~
An approach is en eél\ in
available drift 4t a@mh
bystander wh@ is dse
Addltlonall}gxpom@ 1d 1s a@

10n

1d ?@Xpos using the new EFSA calculator is also presented in this
chapter.

5 _
; Guidance for Exposure and Risk Evaluation for Bystanders and Residents exposed to Plant

Protection Products during and after Application, Journal fiir Verbraucherschutz und Lebensmittelsicherheit
Journal of Consumer Protection and Food Safety (2008, in preparation).
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No acute non-dietary risk assessment is included in this submission. Lack of scientific guidance or
methodology is an acceptable reason for waiving according to Guidance of the European

Commission®. The absence of such guidance on derivation of an appropriate reference @se >

(“AAOEL”) was recognized by .

e the European Food Safety Authority’, and > @\ v
e the European Commission Standing Committee®. @,Q &@ @g
S
Therefore, this waiver is presented in line with the Guidance of the Euroggég Comm1ss1®@ § ©

However as the residential estimates cover an average exposure overé@longer dura 1t @ke%@at
@

the residential calculations adequately cover bystandeg safety. © L

fic AOELs @ ounted fo&@y the%stl es a@

Exposure estimates and proportions of the syste
summarised in the following Table 7.2.2- 1 and i le 722-2.D a1@ 1nfo@at10@ %lcula@m
are presented in Section CP 7.2.2.1. Q7 Q} N
R %G Q
(G

&Y 8
Table 7.2.2- 1: Predicted systemic exposur@ as aggropor@n of‘& AO @g % %
© S & o

RN S ©
. P N
@ Tot&¥4 st,erﬁc @ ~
S« @%ﬂcpoza@ @v Q&om@ S 0
Substance Scen@@% v g/ kgb%/ day% /@g/ kg @day)@ @Eﬁ%OEL
B}@sﬂtande&\(@high@ﬁp ap@catw]@;@ctm@g}ount % @U
Bys{i#ater: adult @ do16547 @ & ~® 0331
B&stande%%hlld | @ 0013993 & %f@ 2 0.280
Res1deL&t exposu@ afte h cx;g/,%s appliédtion (tra or—@nte§
A Resfentadih o 001807 O« o 0.0374
) Residen ﬁ@lﬂd@/ S0 0@259 o SEEF 0.1685
F

Dermaf@bso Valu 4% usediInhalatépyY abs on was taken @100% for both compounds.

@
* Assurr@ a 60 l&ystander for dult @ 16. @t@g f(@@:hlld
Table 7.2 @2)): Predicted mic %osure@ as a opogéﬁ on@AOEL using the EFSA calculator
&%‘ @“‘ *@e 8P o

K\%
N & N © “Fotal gystemic
& S & @5\9\ « U o %r@ AOEL %

Substanc@y @Q 8¢ narjo¥ D" (nfe) gbv@ay) (mg/kg bw/day) of AOEL

SS &y
- Re@%mt Q@osurq\*@er h%@cropﬁylication (tractor-mounted)

> it adu® S . b0
GResidgjit: adul > . 020561 1.12

N . .
Fosetyl-Al 4O Redident:gbild o - 90.1054 5 2.11
& Assumes a 60 l;?byst@ﬁeru fo%zy adult #nd 10 %@m a child.

Dermal absorption value of 4% Wwas us@ InhalQi n absorption was taken as 100% for both compounds.
@ Q
A&
SN N
& FES
w8 QS
Sanceld : : . .
@daﬂc cume@for apBlicants on preparing dossiers for the approval of a chemical new active substance and for the
ngﬁf approval of a chemical active substance according to Regulation (EU) No 283/2013 and Regulation (EU) No

©@

284, . SANCO/10181/2013, May 2013.

7 Guidance on the assessment of exposure of operators, workers, residents and bystanders in risk assessment for plant
protection products. EFSA Journal 2014;12(10):3874).

8  Guidance on the assessment of exposure of operators, workers, residents and bystanders in risk assessment for plant
protection products. SANTE-10832-2015.

@
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Assessment
The results of the calculations reveal that the situation with respect to bystander and resident exposure
is favourable for the intended use of FEA + FLC WG 71.11. @o >
N
o . 5 @
CP7.2.2.1 Estimation of bystander and resident exposure & @° &
The following definitions and assumptions for bystanders and residents may 8% applied. \Q
& & e

Bystanders and residents are not involved in applicatio handling p{;ﬁit protectiogijproduegs or @
professional handling of treated crops. The question ®rises Whetg’@t is necess@y t(@isﬁn {tish
between bystanders and residents in terms of the pqtential for expsure and h@%@fl risks: Ho@ever, O
because the circumstances of this exposure cou@iffer with@esp%to to g@unt@,x qu@y alé

duration, this seems to be reasonable. SN

& > \@ @Q \© & Q@
Bystanders may inadvertently be present within or %ctl djacent to an area@@r a short pétiod of
time, typically a matter of minutes, where application ofGa pla né tprotegtion préduct 4s in ress or
has recently taken place. They may be e%gosed@t’) p{l@ prote ion%odue@ main@ viactiie degnial
route from spray drift and by inhalation@&f’ droift'@g sy dr&@ts. Ha h&@app@eatio&ﬁis cor@ered
to be worse case compared to field cr&“spre%%r. w\g @\ %© C‘}y @ N S)

. . © §§ "\@. Ay SIS © .
Residents may live or work near@eas of the application of@nt @ech@ produkts (€'g. standing,
working or sitting in a garden, in't Ricingy of the ap@tio@. They"m ¢ exposed to plant
protection products mainly vibgée dermal route fré#i spray dri posits and by inhalation of vapour
drift (depending on the vapour pressure thegctive @;bstatf&e). Eor“infaiits and toddlers exposure

. @
might also occur orally (e\@ throtigh h@to- 20 ath ‘;{ansfer agd/o@ ect@mo% transfer).

) @ O S
Table 7.2.2.1- 1: ﬁent @t V@es fo@Dif@nt Crops (@-‘tm&n etg@. 001, current version
3.2006) - licafions. N
00 -ppriglns & O ¢

7o

@
Crop, Distance N | e < Percesit-Drift
©@ é L@m N @ %&\ N §apf§§:tions)
S S S O « ) Ab 1 percentile values)
& Field crops  © D % X 0.24
o Fruitcpops, cady” (07 & & s 96l
Fruit@rops, lalp & O N, O 3.11
«Qbrapes> A O N 1.07
N Haps @ MG RN 4.18
Vegetables “ornar@pntals & small@uit: - Q> S
@ @%cn@® \& o .| @ 0.24
O 50 O S & D 1.07
5) S i~ R
& S © &@ &
¥ Q
¢ . & < Q
@ O é@ ~ @
N O S
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Exposure calculations are performed according to the following equations:
: : & D
a) Bystander exposure to fosetyl-Al in the FEA + FLLC WG 71.11 formulation N Q
. o o o)
Dermal exposure due to spray drift following 2 high crop applications using a &&ctor mount@@ﬁdd@
sprayer: @ c\&
= S & .o
SDEg = (AR x D x BSA x DA) / BW 0 @ N &
\& @ & S L0 @

S @ P & &
Where: g ®) NSRS
SDEg = Systemic Exposure of Bystanders via the [%rmal Rout g/kg bw/da@ Q @© @g}
AR = Application Rate (mg/m?) 4 kg a.s./h ‘(’n) mg @&
D = Drift (%) % 11. 81 (10 i ta@ge) ap %ﬁtlon@

BSA = Exposed Body Surface Area (m?) & 91 m%du]{j%@ c S RS

DA = Dermal Absorption (%) © "\9@ ‘@ g

BW  =Body Weight (kg/person) % . 67@ k <gﬂt), 16 15 ]@ (chll@
S g

AN R
° @ S \
S e Q

AN
Inhalation exposure due to spray drift Q@
Q

Q)
. TS
SIEg = (Ia* xARxAxTxIA)/%W @’ S S (SN &@)
& ©© S © O &
Where: Q@ ‘\& @ g@ Q (S
SIEg = Systemic Exposuré-of Bgéstandegﬁna the Inhg&tlon l%ute (@%/kg Bywv/da
Ia* = Specific Inhalati?@n Exp@ure@}g/k . handled per day)S 0 é
@ S (high c§ tractor sprayer).
AR = ApplicationptRate Q§ a.s h%% @6 N é %4 kgags
A = Area Tre (ha/day) @ Q@ N &9 @ O'g ha&éﬁeld Crop sprayer).
T = Time [ ratloé“(ml S N Q o & %@m
A =Inha A@sorptl&a (N VD J00%.
BW —Bo@» (kg@erson®d”  « 7 N O 60 kg (adult), 16.15 kg
iﬂ 9 & O @ )
© N I3 %, (child).
2 N A SIRS @ ©
S o s & & S
Total $§Stemic Expos@e of @tan @% Q = .9
o "\ RN
Adults and Chﬂdg} s& SI@BJr E%(mé@’g bw@ay) @
@ @ @ &
Where:
SEB Qemlc %xpo o@ysta rs( ﬁ ay).
SDEg @stemlc Degmal E anders(mg/kg bw/day).
SIEg Systemic Inhalation¥Exposure og}st rs (mg/kg bw/day).
@ &@\ N
@%
s A &SR
@ < Q & ©@
NN
& Q
< @ N
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Table 7.2.2.1-2:  Calculations for bystander exposure to fosetyl-al in FEA + FLC WG 71.11

Adults | Children @
Bystander of high crop application (tractor-mounted) N Q
Dermal Exposure Dermal Exposurb @w@
SDE; = (AR x D x BSA x DAYBW SDE; = (ARxD xBSAxDA)BW & éb
SDE; =( 200 x 0.1181 x 1 x 0.04)/ 60 SDE; = ( 200 x 0.1181 x o1 « 0.04)/ 1615 o
SDE; = 0.015747 mg/kg/day SDE; = 0.012285 ey(kg/day A /,,@ &
Inhalation Expsoure InhalatiorsExpsoure N N
SIEg = (I,*x ARx A xTxIA)/BW SIEg @ xARxAXxT )/ BW N A (7
SIE; =( 0.018 x 2 x 8 x 0.1667 x 1.00 )/ 60 SIE; =Y 0.010345 x Q 2x  8x @%7 x@)/&;
SIE; = 0.00080000 mg/kg/day s = 0{ 0812 mgkg/day© Q %
%
Total Sytemic Exposure ) Total @"{@h—uc Exgopure N
SEj = SDE;; + SIE; Q?@ SEB Eg % % ©\© 9 @@
= 0.016547 mg/kg/day = % 993 day \ R,
é\x @@ ﬂ‘& IS
%AOEL = 0.3309 % XQEL =,_9)2799 [3@ @ v > @ <|°
YN S &L & ¢
F TSNS &
N v
b) Residential exposure to fosetyl-@% gge FEA%L% G711 @@%ulaﬁ @ ©
Q > & o & @? <
Dermal exposure via deposits c,;wsed b@pra‘gy@lft @® & @ @© N
< N S
SDER—(ARxDxTTRxT‘@ng%DA)§W & S & 2 ¢
© @ N
. o R S 2o
Where: > S @ § &

SDERr = Systemj xpo@e o@siden@vi@ Demmal R@e (nig/kg bwy/day).
AR = Applig@tion &ate (n@mﬁ@@ N @ kg .5./ha =0.04 mp/cm?.

D = Dri@gﬁ RN Qo &
)

VNG (105m dl§@ce) for 2 applications.
TTR = T@ Traj erable:&Resi«@es (° &\ 96 %@ %,
TC = DyansfeCoeffidient (Eh%/héur @Eﬁ @30 § h (ggult), 2600 cm’/h (child).

H z Expostite Dur tlon@our @\ @% h, é&w
DA Q\_ Dermal rp (%) 48@@
BW A Body W@ght( perso ) ke, @Jlt) 16.15 kg (child).
\
(&

&
Inhalation exposm@ duego Vap@)rQ drlﬁ\ @ @
W S - % IS S
N (&) N >
SIEg = (ACR X .
N &9 K

Where:
SIEr @7 Syﬁm@%xpos%e Res1d § Vl@e Inhalation Route (mg/kg bw/day).
ACyx, =Airb ntra@n 0§%p0®mg/m3) 0 mg/m? (vapour pressure of a.s. < 107 Pa).

RS = Inhalatlon Rate (@Sday 16.57 m*/day (adult), 8.31 m*/day (child).
IA = Inf@alation Absoiptio ) Q 100%.
BW =&Body w%‘?gh fperson) 60 kg (adult), 16.15 kg (child).

STV o .
As the V@ur ;@sure fo 1-Al is <107 Pa at 25 °C the product is considered as non-volatile and
theref&ﬁ AC&O an%SIER

S & Ty
&
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In addition, oral exposure of children is estimated by the following equations:
Children’s hand-to-mouth transfer:
SOEx=(AR x D x TTR x SE x SA x Freq x Hx OA) / BW o\@ @b
Where: @6 &@Q ©)
SOEu = Systemic Oral Exposure via the Hand to Mouth Route (mg/kg b%7day). O\Q
AR = Application Rate (mg/cm?) 4 kg a.s. /h%— 0.04 mg/cay @ § &
D = Drift (%) < 9.61% @@’ m dlstanc&‘)g\for 2 &pplnsé\”
TTR = Turf Transferable Residues (%) \a 5%. Q\ t0\9@ &@
SE = Saliva Extraction Factor (%) & SO‘V&PA defaulglue N Q Q
SA = Surface Area of Hands (cm?) @ 20%m* @© @g}
Freq = Frequency of Hand to Mouth (eventsghour) 20%vesis/h. @ & @&
H = Exposure Duration (hours) Y Q}Z heeq @ 6\ ”\7@ S
OA = Oral Absorption (%) N9 V1% T &N
BW = Body Weight (kg/person) © %@ ¢ 1@%5 ]&hild@’ LN .

3 .09 & 9O & ¢

Children’s object-to-mouth transfer g\? \\ A & x% O

. X

SOEO—(ARxDxDFRngRxOA@QB\% @ N \@’ §” S @ %
CHEEN BN
Where: Q @ @9 @6 § &© @© @@ h
SOEo = Systemic Oral E@osur’egm t%@gjbj ecttio Meg%l R@ﬁe (I%/kg bv@ay) &N
AR = Application Ra% (mg@mz) @ 4kgasiha€0.04 mglem’.
D = Drift (%) @ @ L9 195 ( 1@: dlst& e) for 2 applns
DFR = D1slodgeab§ Foli Res1dues @ @ § 20%. % @
IgR = Ingesth@Rate @ @mg of Grag§®ay (¢m?) & cni/day. “«
OA = Oral @sorptlon (%§ Q@ > &9 @ 100% A
BW = Bo% (kg%&e ony, \@ §9 1 (:Z'} k@xild).
\

Total svstemlgxpos@@e of @1den@§ tlfm@éstmﬁt foty ©§ @%

@% %
Adults: ? SER g @kg b@/daé% » °
Childreéd> SER IEx (mgékg bv\x@ay)

Ad ‘”\ﬂ @

Where: @ & &

SEr = Sys@mlc@%p :§ 1den£s (m /(@ bw @by).
Expo posure 0 es ti@éfl /kg bw/day).

SDEr =§»s
SIEr stemic In@ ati \Expo@e 0 @md (mg/kg bw/day).

SOEnu % Systemlc ral E sur and:tg Mouth Route (mg/kg bw/day).
SOEo Systeml ral re via & Obg@t to Mouth Route (mg/kg bw/day).
Ro X
@ @ Q &QDQ
& o
Yy O & 9
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Table 7.2.2.1-3:  Calculations for resident exposure to fosetyl-Al in FEA+FLC WG 71.11.

Adults Children /@o &
Resident: Exposure after 2 applications with Field Crop, tractor mounted/trailed broadcast air assisted gprayer
Dermal exposure: Dermal exposure: ﬁ\© @\) Sy
SDErR =(ARx D x TTRx TCx Hx DA) / BW SDER:(ARXI@(TTRXTCAHX%$/BW
(0.04 x 0.0961 x 0.05 x 7300 x 2 x 0.04) / 60 (0.04 x 0.09@% 0.05 x 260002 x @) / L@%
Absorbed dose: 0.00187075 | mg/kg bw/d v® Abso@d dose: %&024;7;(5;%} @kgﬁl@/d
Inhalation exposure: & Inhalatior@%osure: o @Q L . Q
SIEx = (ACy x IR x IA) / 1000 x BW NG Q" SIEn=(ACVXIRXIA)/BW @
(0x 16.57 x 100%) / 60 Q%;@?y \ @(Ox8kgx w@/o)/l@IS @
Absorbed dose: 0.0 m%g bw. @ A&ﬁsorbed@ose g@ B0 " mg/kg bw/d

% @, @)%ral @posure@)an <to- mo@ran@ &’

@g\g \\\ S 30@4 (AQB( D @R &sﬁs X 3;6& Fr§%h x OA)/
K S & @004&009@@00&%5@)(293x1)/16.15
& . v @)\ N A@oed o @»0047%937 meg/kg bw/d
Q@ \% @ (§ R @fal e@)sure (@J ect-@gnoum\transfer)
SN § < X @%E@—%AR X x DFRX IgR x OA) / BW
& O & §@ N (04 x 00961 %03 x 25 x 1)/ 16.15
@ o & 7| o %Abscgbz:%’ dose}) 0.00119009 | mg/kg bw/d
Total systemic eg@g)sure “ @ $ > T%afsyste@ic ex;%sure:

$E @ER q‘*\S\I)%l RS . Q @\J ,%R =§5gﬁn + SIER + SOEu + SOEo

<
Total absoriod dose>|  0.001876%5 | @wkebw/d k. Totalabsorbod dose: |  0.00842586 | me/ke bw/d
©

% of AOBL: | = 0037 9 @ O ‘%,fAOEL: 0.1685
o 2 %, > O v @
S - T
Resident exposurwlng &he EF&A cal atoil;\ﬂ\ N g\

o O
Bystander and r%élde@xp re té&"ose&@*’Al during and following the use of the FEA WG 80
formulation @sm@ d u@lg %Fi@calcu@tor a@ the scenario “Upward spraying, Vehicle-

mounted”. \ f@
Four pathsgays of CXPO%H’G arnm@?éd ( F3A R@g Panel, 2010):

o spraydiift (atthe time of applicagivn)

% e vapour ( occ@afte@@e P@has been applied)
N e surface @pom@\ N

J &‘ntry into tregted Q

W o
75™ perceptiles are congigeredsfor theingle pathways and the total exposure from all pathways is
calculateé valfie. A mary of the exposure calculations using the EFSA calculator for the

crltlcag]% AP @ Ta.l%e 7. 2@ ) is presented below.
SE Ty
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Table 7.2.2.1-4:  Resident exposure calculation (using the EFSA calculator)

Substance  Fosetyl-Al  Formulation = Wettable Application rate  Spray dilution=  Vapour press

granules, soluble 2 kg a.s. /ha 20 ga.s./l low volatil Q§
granules 5 substanc@aving@’
vapour fgesSsurgaf
%@ <5*10°3Pa @
Scenario Grapes / Outdoor / Upward spraying / Vehicle-mounted = Buffer £ 5 Nurfiber S %
o &% icatios = 35
& =Application intéeval
V @@ @E 10“@6%5 4 @
Percentage = Dermal for Dermal for in use Orad = 100 @halatlon = 1@@ Q\f § q&@
Absoprtion product=1 dilution =4 @ Q @ @) @
RVNAS  5mg/kg BVAAS n@mg bw@y o >
bw/day > N
DFR 3 ug a.s./cm? per kg a.s./ha &, DI 5 0 day{sv N °\
- N
S O < G =

Resident - child  Spray drift (75th percentil%tng&é@’w/@@ X 0.114> % O%VN&V @\%%
Vapour (75th percentiled mig/kgbw/dags, . O <« 0.00  Z%of RYNAS  9.02%
Surface deposits (751}1@&0 tite) mg/kg bwiday @ 010037 %% of RWNAS © 0.07%
Entry into treated cfOps (758 percééle) ;ﬁ@(g bwiday %ﬁﬁ327 S% q@VNA@ 0.65%
All pathways (mean) mg/k¥ bw/day N O0.1058)° %OFRVNAS  2.11%

Resident - adult Spray drift (75th percefifile) gbwily © 7 0.6623  E50ofRVNAS  1.25%
Vapour (75trpercentild) mg/kg bw/@y < S 0.0002 % of RVNAS  0.00%
Surface depesits (75th pepegntile)mg/kg bw/day <~ .. ©.000Z, % of RVNAS  0.01%
Entry intoytreate@xrops 35th p,@entile) mg/kg bw/day> 0.0£82 %)@@f RVNAS  0.36%

All pathways &;eanz@ mg/kg Q@\?day@& & 0:0561 /§Q§§'ofRVNAS 1.12%
‘”\a ¢§ % @ D9 C& AN

AN
CP7.2.2.2 @@’@lea&urem@;t oﬁﬁfstan?er @ re%@ent expOS@‘e

Since the exposfie esgiimate c%med ut m%ated &@t the%ce e og?mor exposure level (AOEL)
will not be e@eede@unde@ractl@l conditiongef u y tO@rowde a measure of bystander
exposure W@%S not n essal%and was th%efor?t cargigd out @7&

S > & & s s

&@ O@O\® Q° o\@ L N
§> & é’\@@& L
9 @ Y (S
QRS T LS
@ O ¢ .0 © .0 @
Q O O N D
Y S K 9 O
< » H.9 9
@’ 2 @ @ N
s Sy S
S @ﬂ&@\@ O
@%
QNN
@Q Q & ©@
> O o
¢y ®
&% O @o”\a
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CP7.23 Worker exposure
The worker re-entry exposure has been calculated for fosetyl-Al following application of the F

FLC WG 71.11 formulation for the representative use on grapes. The estimation is prov1de¢k th

following section. S

@,Q &

<
CP 7.2.3.1 Estimation of worker exposure 2N @Q @

)

The greatest potential for worker exposure following re- @ry will be ~ ptamination W the@kmﬁ

ile

ided ©
ar%s are ﬁvedlct@

of inhalation exposure during re-entry is generally con%ed to a br perlod afte@%bpl@
the product is drying, which will be rapid under ouor COIldlth @and would ner

according to good agricultural practices. Exposu. 4 workers @nerl trea
using an exposure model proposed by ﬁet al® %998) ﬁ ﬁ

&@ 10 @001),
following assumptions are made: ;§
% @@
- Re-entry exposure is predormnantl%vza th@dern@?routégp onta§wr%the folin ge) @j @& o
- Residues on the foliage depend ¢k N §
’ ®

i) application ratg, \\ Q} & &

@f

<

\
i)  extent of rer@‘-mg\%mdu@from@ eVigRY app @atlor@ § 4
rfage 4area]

iii)  the Leaf Atga Indé& (LAD. [total'size oha% aved t

- Transfer of residues fro@foh@e to thig clo r@ of @ c‘ epeb@s mainly on the

@

intensity of contact @ the YF@hage @ S
1

- Activities with a st

applied %

ar qliattern @ be érouped ahd aéherlc@rans@%;r Coeffitient (TC)

@

%
X

- Dislodgeable F@@ipar %mdue @FR@ &ated using a &@faul@lueg@ ug as/cm? per kg

as/ha. This figure is®ased ByouweBet al$5(2 OOl@ N N
the s@ay hay drleé%on plant surfaces,

- Workers r l@%ﬁer e tr c%@re sh §
h h 1 1
neverthe i»now r@»mr& de{to use 1%@ der{la ab@ptlon values amongst neat

and d1 d \ <
K @a Y
& @ ~
The dérmal@xposue cal@;lahon% perfg@me% cordiy to&l@ following equation:
2) o & DE FR&C% RX@RX%’

@dgéa@% foliar res@es (pgas/ cm2

nsfer oefficient- @rrﬁ/p@@bn/h?éx
te ( rs/ ©©
@— atipi)¥ate (@g a/@ @ o4

ecti fact&r or
% adequate oth c-a-v
9

Where; Q\

@)

@

es @e W&@)

o N
N YN
~ f @@ @\@ @Q &©@
@ @ S Q

E (P @ no RPE, just a long sleeved shirt, or 0.1 when

0 : Label instructions for the protection of workers re-entering crop
growing @reas a@e ap plant protection products; Nachrichtenbl. Deut. Pflanzenschutzd. 50 (10),
@

techniques and application rates; Worker exposure to agrochemicals,
chapter 9, 119- 138, CRC Press (2001).

(2@p1) Uniform principles for safeguarding the health of workers re-entering crop growing

areas application of plant-protection products, Worker exposure to agrochemicals, _
, chapter 8, 107- 117, CRC Press (2001).
: (2001); Modeling re-entry exposure estimates:

>

®

S
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DFR values:

A maximum of 3 applications is considered in this risk assessment resulting in an estimated worst case
DFR of 9 pg as/cm? per kg as/ha for the EUROPOEM II assessment whilst a default half-life@®¥ 30 ©©

days was applied when using the EFSA calculator. Q\ &
S @ @
~ 3 N
Transfer Coefficient values:
A TC value of 10100 cm*/person/h has been used in this risk assessn@ This Value@vas @ﬁln%
from the Europoem II data for grapes and is also used in @ new EFS culator. @ @ @
@ o

Predicted exposures are compared with the AOEL f&setyl-Al @mc expos val ass
highest measured dermal absorption value for fo -av I-Al in the A + cFLC 7111 fo@ulan@
(4%). A body weight of 60 kg is assumed the re-enfry wo E@osur@estm@tes b@%d
proportions of the systemic AOELs accounted for by the e§@1atei§are su@mar in the fo@mg
Table. Detailed calculations are presented on@e fol@ ing:pdages. &, @%’ N o

RO N 2

O
Table 7.2.3.1-1:  Summary of predicte ﬁety @ worker e@%re%noé@ arising fro th§ of
er ctiv EI@ o

FEA+FLC WG 71.1 gﬁgnd g(ﬁ‘nparl@a w1t

/"

&)
S
Active substance Model ©% S&ﬁ\mic% © A@@i § @of AQEL
@ @ OSUIE, C§m /kd b @Q) &
<& \& (iglg by o TR PEW O
Etitopoem 0&9600% AR o | O
FEA @ Q) SN i
EFSA @ @7833@3 @% v O g’% 16
*3% derma\\gabsorp@ 60 l@worke@ @ % .
Q AN S
Assessment > @ Q@ § §’ @ S

AN
The exposure of<yor @to @etyl ﬁflvwhek ente@ tré@d a@s is @ 1 within acceptable levels
following ap% 1on FEA + FL&WG 7@,11 t%fgra § R
@, «r% 9 Q %@
Detailed caﬁ@ulatlons of. workeg\ﬁé%i)pos durl@ re- er@y @ ¥

Q N
Europo&n 1I: \@ @ % S \© % %©
Product Name: §A+F%C§ 7114, @%’ & S
Active substancg@.FE@ S @@’% SEERN
& F N S
Dy, =0 g@ﬂ@; @g?c X WR x AR x P
& 2 Qe em@  &wipersh  hrsiday  kg/ha
. D %@:@ & W0 x 8 x 2 x I
N D =Qp @4 440&9: a&ers/day
&@% %%z N 14@s/pers/day
O V= 24.24 ang/kg bw/day
@% us' 4.@@4 d@@hal atﬁrptlon (highest value)
(s% @@ @= s§ 24.24 x 0.0400
Q§ é@@ > =§ 0.969600 mg/kg bw/day
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EFSA Calculator:

Worker exposure from residues on foliage for FEA+FLC WG 71.11

Crop type

Indoor or outdoor

Application method

Application equipment

Worker's task

Main body parts in contact with foliage

Application rate of active substance

Number of applications

Interval between multiple applications

Half-life of active substance

Multiple application factor

Dermal absorption of the product

Dermal absorption of the in-use dilution
Dislodgeable foliar residue (i_AppRate*i_DFR)
Working hours

Dermal transfer coefficient - Total potential exposure
Dermal transfer coefficient - arms, body and legs covered

Inhalation transfer coefficient for automated applications
Inhalation transfer coefficient for cutting ornamentals

Dermal transfer coefficient - hands, arms, body and legs covered

Inhalation transfer coefficient for sorting / bundling ornamentals

Grapes

Outdoor

Upward spraying
Vehicle-mounted
Hand harvesting

Hand and body
2 kga.s./ha
3
@ 10 days
v 30 days @
24 Q
1.00% Q)
@ 4.00% S
6 pga. s@n

8 hr

~
o 30000@/hr a @
10% /hr

QO?.
Q

A
v

S &

no TC ble for@ ssessgent cm?/h v
QO oA ha/ (-3) 6@
RS @ NA h 107(-3)
NA_ha/ht*107(-3)

>
&

O

@

i App

o
?%a O
lﬂ/feAS

©/~v

MAF
i_Absory
i_Absorj

Q Y
1. Total f?% ° > (0} & & > > §
X Worﬁ@%ear arm¥bpdy and I8gs . 5NZ & N N
Potential exp"{@ cg@d @%;Vorkmg @ and gl @ C%nments
Total systemic exposure (mg a.s./day) 139.6028@5 «@’ 4638996351 v \Q TC avail}ek’for thi;,Mssment\ W\? &4
Total systemic exposure per kg body weight 9 L Q} ) 4 o
e b 2.326%125 2 . 783327@ C &© '?N© m@ N
% of RVNAS \M&% A Y 15, szm, Qj@ = Y ég\
N %
2. Details R e @,QQ ~ & o @ @
d @mc expo@ @ @ °\ 9
o 1P img a-gavl &) [gds./kg by/day] F°Z$ \;\7 Comments
) d_DermTcUCV*d_WoRr*i_DFR*IRAF/1
Dermal - Potential @02876% @ 2.3%\@5 @ 000*i_Absorpinuse @
Dermal - Work wear - arms, body@‘ egs Y dQeymTccvi ‘orkHr*d, [ﬁ&*d_MAF/
B vered @‘6 tel @ @3273 ?4\9 @ ll&bsorpl%@e
_ no TC av@iByfle for N4 Dermchvz*d Wark *d_DFR*d_MAF/
Dermal - Working @n gl thistassestment @ /- 0,30*,%\> o
®© }%@ % &\ @ (@ Na for outdoor activities
S A e
& T g S @J‘@ @ P 7
o Lo %
S G SERNE
CP 7.&3.2 @as ent of @-‘T “ker\nggﬁ'e §\
Not considered %@Qe &cess@?as a Safe {7@’ was@red@ed in the previous section
@ - SEEENY
N
@ R @? O o .9 @
Q ©) ©© \\ N
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CP173 Dermal absorption

The dermal penetration through human dermatomed skin of ['*C]-fosetyl-Al in the FLC + FE G
71.11 formulation was investigated at three concentrations corresponding to the neat product {Q i g§
fosetyl-Al/kg) and to two representative dilutions (20 and 2 g fosetyl-Al/L), res@ctively. @®

The mean percentage of fosetyl-Al in the FLC + FEA WG 71.11 formulanonf&t was conséered to'be

potentially absorbable (directly absorbed plus total remaining at dose sitg) over a perl 2@our
for the neat formulation was 0.05% for the human skin. @)plymg the n FSA gurd@nce Q Vage,
adjusts to 0.1%. & @

@© o
The mean percentage of fosetyl-Al in the FLC + FEA@V G71.11 folat10n thatsgagas c@dcﬁ l{&©
potentially absorbable (directly absorbed plus tota mammg a se site) perio

for the intermediate dose rate was 0.88% for hu kin. App ing th BéA g@ anc%thls V@M

adjusts to 1%.
‘”\7

@ <>
The mean percentage of fosetyl-Al in the FL& FE@WG% 11 mu n th@ﬁvas Lon ed to be
potentially absorbable (directly absorbed plus tot@re%@amg @dose te) er a period @

for the low dose rate was 2.0% for humaftskin, Appl the@ew E@% gu@anc%hls Valu ad to
4%. & K &

According to the new EFSA gul @elz ;?re i %e % 1si %at @en the sarn ‘ g p@lod is 24
hours (which is the case for this Qldy) an %1 5%-of the &al apsarpti (m o

fluid at the end of the study) @curreg%imth alfQf the (12 &purs ¥ total sampling
period that the absorption wilbe taken as the sum@“recéptor f@ ptor ¢ mb@g\rashes and the
skin sample excluding all ta}% st%}s TheSe critghia wergymet by the igh gréap in this study. There is
also the provision that ast sfandar evigion KS;Z' to or larger thang\gﬁ % @@16 megh of the absorption
requires the use of an alteinat %% valye or rejSetion @f the The guidance &fers the approach of
adding the standard 1atn§ to t@ mean to %er the upp 4‘erce itile value of the results.
Additionally wher@»ﬁ overall r less@lan @A) oggurs, a normalisation procedure is to be
used by preferens: Al@'}t that, t rf@hﬁewonsu{%% tha&both_the \557 of 25% for the standard
deviation limit:ahd tl@ 95% %cov&@l limafsto bétoo co se§ve, the "application of the guidance

results in the ‘1@ VaL\g@ for [%] f@s)etyl-@\in tl@LC EA@YG 71.11 formulation:
2 S ¥
% for the I@t for@latlo 666 g fo@l A@) @

o 1% for th&y %%te% &é@se %Q g fog%l A@%) @
o 4% fofthe 1o® dos @ 1A®\L) @ &
‘t o g f\ ty 5

SN @
N @@Q@Q@@
h > @@}@ &
G @ © 9
@@é@%@
O VRN
> O o
S &
@’@@%

12 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption. EFSA
Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
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Report: KCP 7.3/01 | R 2016; M-512858-02-1
Title: Fosetyl-Al WG 71.11 (FEA+FLC WG 66.67+4.44): [14C]-Fosetyl-Al - In vitro
dermal absorption study using human skin o
Report No.: SA 14048 @ @b
Document No.: M-512858-02-1 N 93
Guideline(s): OECD Guideline for the testing of Chemicals S @ @
Skin Absorption In Vitro Method Guideline 428 (April 20@ N QS
OECD Environmental Health and Safety Publications Seri€s on testing N

Assessment N° 28, Guidance Document for the Condue&pf Skin Abso@ﬂon @ws 9
(March 2004). Y N
EFSA Panel on Plant Protection Progucts and thei @émdues (PP

Dermal Absorption, EFSA Journal 2012: 10(4): @ SRS
Guideline deviation(s):  none I;Q§ N @ Q § @Q}
GLP/GEP: yes S Vg & & 9 &
oy R . © @
\% S @ D N
Material and methods 5 2 w\g@ é’ N o ~
O RS .

Human skin: Source:
Number and s mm%&um 1& P xg §
Anatomlcal 1on: % do@n < S}
Thlckness& (@ \@' @@ N @ 9
Test Material: Q @ O @Q @Q \%
Non-radiolabelled: Batch: @2014@%07 v L @® @ (S ©© N
Puriffi=960% (waw). U & &% ¢ 9
Radiolabelled: [eth%—Z 14C1- g;§t%rl A@% oy S @ \@9 &
g@ch 8 6A 001 S A
Spec ity: 4 g Q v

@ Radigpurity,of tl@form %)9% é SN é\
Formulation: @ he forr§§tm@sed 1 @@erl nggnt W&S@le fluopicolide + fosetyl-Al
N G 7'1\1 formulatfon (spectficati gZOO%@WOO) containing

©© ©\ ,@,10011(1%44 4@( ) aﬁd fosetyl-Al 66.7 Bkg). It was used at three
@ @J@ nor al cc@cent%aﬂons@g fos@—Al@ at 6@.7 g/L with 2 spray dilutions of

@0 g/, %"@d 2 N
Test sys@no : flow~thro d1ffus1on ell syst@m (Franz’s cell modified, Gallas, France)
AN @ was Wed to stud \ thl’%f th&ﬁ substance (exposure area of 1 cm?
Q\ sléu\l). A@ffusl cell?&onsm of adonor chamber and a receptor chamber
@@Q etwe hl@b}h@ %@i’ was osm®ed. The receptor fluid was Eagle's
@ Qmed«@m su@?’ ed with'5S %C}§Vine serum albumin and gentamycin (50
Q ) at’apH of 7.4. The receptor chamber was warmed by a constant

% @:ulzﬁ@l of warm water winch maintained the receptor fluid at 32 +2°C
@’ @(clos the @ormakskin, t€mperature). The receptor fluid was pumped
\ thr; %h the recepto ch&@er at a rate of 1.5 mL/h and stirred continuously
v st in‘the r@or@amber by means of a magnetic bar.
Skl}mtegrlty @’efor@ose pp ic t@n the integrity of the skin samples was assessed by
%
tra pldermal water loss (TEWL) from the stratum corneum.
@ S Vapdﬁmet robe (Tewameter TM300® System, Courage & Khazaka)
v s pl ed se@rely on the top of the donor chamber and the amount of water

@ @Q thf g through the skin was measured. Skin samples with a TEWL of
§ § % grééter than 15 g/m*h were considered potentially damaged and were not
§ @ § %§%ﬂ These samples were replaced by new skin fragments which were also
Q é@ sted for integrity before use in the study.
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Treatment: The dose preparation was applied to the split-thickness skin sample with a

pipette at the rate of approximately 5 mg/cm? for the neat formulation (as a
powder) and 10 pL/cm? for the spray dilutions.. The dose preparations wegg® >
assayed for radioactivity content (by LSC) by using dose checks (surrg{@ Q
dose) taken before, durlng and after the dosing process ©
Sampling: The receptor fluid passing through the receptor chambgr’'was collec &in ©)
glass vials held in a fraction collector. The fraction c@’lector was started-after
dose application. Samples were then collected hou&%y for the du@éon SKihe ©
experiment (24 hours). At 8 houyspost- apphca i0n, the skin was swabbed é\”

with freshly prepared 1% v/v Tgeen 80 in PB QU phosphate @ffer satine) @ &@
using natural sponge swabs ip order to remayé-and retain the nopsabsor. e

dose, until no radioactivity Was detected with a Geiger-Niller mtAt tl@%}
end of the study (24 hour %ter applicatiorr), the! reat@skl d the s in &

- it i £
adjacent to the treatmentgite (surrourg@ng W bs) wisre sx% ed«Edch s!
sample was tape—stri&ed t(&é@nove@ﬁe stratum carneungy his mvolve&fche
application of Monaderm adhesi v@ ape ona M@lac for 5 ségonds o
before the tape w%cargf@ly I Ved against the dn@etlon hai wth@
This procedure@s ceg?fnue ntll A hln§1 pea ce gbthe epl ermdy- was
evident, whigh® dlg@ed thgﬁ e sl{&tu eusiuhad figen re@@ved @he

S Lhora

tape- strlps Were ectqd%to ﬁ%lllat@’l v1a§) s1s

surroun the application s surr 1n) ®AS se ated%om the
treated skin. @1 su nd1k1 str1 eg skm\Were
retai for"a@alys

Radioassay: The%nougts of 1 oactﬂgflty ng@the Vaﬁi@us s@%les @ere etermlned by
Jligmid sciatillation co {‘?’ LSC Sampl &ere@unte& r 10 minutes or
for 2 &%ma % ih an &ppro 111 tion cocktall u a Packard 1900

TR nte&@lth onlne puti\gg fa ies. Quenching effects were

@ determi ing%in extSrnal @ndar@and sp@tral q%ench parameter (tSIE)
S %tho% ﬁcmncy orrelatisa cur\@;ﬁ we &pre@ for each scintillation
cockt&l an were %ularlg@heck by \\J [4C-n-hexadecane
staffidards. ®1e sedntill T ‘§ ecalibrated when a deviation of
gr%ater '@yn 2% was erve hen countmg quality control standards. The
N %ml was ake to be \» ice @Fjackground values for blank
&@ @ sam@s in ;@ iate so@ llatmn cqcl@lls
. Q\ <O & P G
Findings: \ @ O D
Fosetyl-Al was g@mo@%te@e @%ﬁcm@ﬂ’y sofuble @e receptor fluid to avoid any risk of back
diffusion. @ .

Q & \

Measuren%)ts of the hor@gm@y of:%ag thrég conc@atratlons of formulation applied indicated that it

@@@7

was acc@ le. @2 9 @
The s@ldy results a&gres@ﬁd m@clbl§@§3 %\
@° & @ &
& TS0
v O Q
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Table 7.3-1:

Mean distribution of radioactivity at 24 hours after dose application of [*C]-fosetyl-Al

in a FLC + FEA WG 71.11 formulation at the nominal rates of 666.7 g/kg, 20 g/L. and
2 g/ to human skin samples.

. N
Results expressed in terms of percentage of applied radioactivi Q\ K
Lo
Distribution of radioactivity @ dose)
Neat formulation: Dilution: % Dil @ &
High dose Intermediate dege LQV dosg 9 R
Dose Levels (666.7g/kg) @ (20 g/L)S ) g/LQ\ @
Species Human (n=4) Human ) gjﬁnan @6) Y &
Mean | SD & Mean |© SD Mean l{\\y SD @ Q)
SURFACE COMPARTMENT A S oS @Q}
Skin swabs (8h) 102.54 105.32 @33 96.565] 271
Skin swabs (24h)?* 0.07 112 00 [ "4.01 QN3 .18 &
Total skin swabs 102.61 5.96¢,°] 10533 1.33°9 | %619 2,663,
Surface Dose (1% two tape-strips) 0.05 @ 0.0% 20,002 0@@7 @%.23 0&2
Donor chamber 0.11 836 2201007 | 604 0.0  &P7 °
Total % non-absorbed 102.8) | ° 581 105.4 1.35 AY 96.98 .78 Y
SKIN COMPARTMENTY & 7 - A
Skin 002 « > 041" | °~0007 0004 [@pos P 2.6D
Stratum corneum ° 0N0.03%, | . o4 001 | 801 01589 #23
Total % at dose site A 0.057 | v.04 0.6 O0.01 c,] 14F | =01
REGEPTOR COMBARTMENT ,~ O © S
Receptor fluid (0-24h) . @ | X9.03 ° 0.@ D15 T 0268 [xP2 0.46
Receptor fluid terminal n.dx> 0.029 7 6906 0.040]  0.03
Receptor chamber ndd [ o @ 071 [ 0.04 043 0.17
Total % directly absorsed ¢ 2 | @3 @ 0.03 _0.86 0.26> \\%9”0 0.51
STUDY: Y \
Total % Potentiall}&&bsorb,g@e% 9 . 05 @Z@ ‘ ©0.8$§$ %0.26 - @2.02 241
TOTAL % BEEOVERY &Y 1029 N5.80 & 106.3 O1.36 K| 98.99 4.32
7§ h\f} O\F%alua}ﬁn accordmg@FSAﬂ@fudanpe @
absorption % wathin halfo
i t%%/ dur% & \(es @ @ § No
standax dex\%{on >2$% (& Yes& (\j o Ye @ Yes
earecovery’<95% 9 Q Nov No
“  adjuste @7 v N % v
T@/o Potentlall d%sorl& 0.1 (@Q < @\ 1 4
\ %y O

: sum of radl@mty found i

: sum of radégactivigfound
¢ tape-strips excl nu S
4 sum dioacfiyity fi

o,

SD: standard de
"Na.d.: not detectgd,(belo
™ n.a. - not applicable @y

¢ tofal % directly abs ed +@ﬁ
f@s considered for the adjysted

1

%

&

N

N

N .
1ig\if@’f detn) §

n: number g;8kin cells usedSor calg

10I1
§

In the abdye table\tle pr ed
This i@to@n ing© o
¢ & ¢
AN % S
< @@ @Q N
@ & <

&

Q'  u™ & .
abs atsterminafgpn and @surreunding swabs.
in tapeSyrippi roce
é’g@hic e cor&pred
in re&gptor

and in surrounding skin.
e non-absorbed dose.
0-24h), receptor fluid terminal and receptor chamber.

3@? Sl%ial%

sorbable according to EFSA are in bold Italics

%lways calculate exactly from the presented individual data.
differences re@lng from the use of the spreadsheet program.
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Conclusion:
The dermal penetration through human dermatomed skin of ['*C]-fosetyl-Al in the FLC + FEA WG
71.11 formulation was investigated at three concentrations corresponding to the neat p;@\ct >
(666.7 g fosetyl-Al/kg) and to two representative dilutions (20 and 2 g fosetyl-Al/L), respectlvel @@

The mean percentage of fosetyl-Al in the FLC + FEA WG 71.11 formulation tha was conmd@% to
potentially absorbable (directly absorbed plus total remaining at dose site) r a period 6f 24 hQurs
for the neat formulation was 0.05% for the human skin. Applying the ne& SA gulda@e th@alue
adjusts to 0.1%. %y

The mean percentage of fosetyl-Al in the FLC + FEA W@l 11 for t10n that W@f}éo red t£ &@
potentially absorbable (directly absorbed plus total rgmaznzng at dgsg szte) over, a'ﬁerl of 2@()urs©
for the intermediate dose rate was 0.88% for huma%@(m Applyingthe new EFS@ gulda t@@ V&l@

adjusts to 1%. @) Q N
@ & @

The mean percentage of fosetyl-Al in the FLC + A WG 7 @1 fo@llatlc@’that @s coﬁ&der J%0 be

potentially absorbable (directly absorbed plys) otal@%;namgag at ¢Qose @ oV perl&l of§%4 hours

for the low dose rate was 2.0% for human gm A@ym@ @ uidance th@%alu justs to
4%, \ > S S o @
According to the new EFSA guida éfe 1 %SlOl’l@lat w@n t n@iﬁng [@riod is
24 hours (which is the case for th{y)stu % and @Ier 7@% off@ absgétptio ial in the
receptor fluid at the end of the gindy) oc¢u

rred>within al th@ ratign (12®0urs)‘2§(; the total
sampling period that the absog n_will b ken the @m ece receﬁtor chamber

washes and the skin sample dm&%ll tape strlp@’ hese rlte@were met b@the h group in this
study. There is also the proﬁ@mn hat a s dar%iewa ‘, on equ@ to or_ rgergthan 25% of the mean of
the absorption requires thésuse o@m a@niﬁalue or rejectlon ?@“‘[he@dy guidance prefers
the approach of adding the sta%lard deviat ean®d cover’the wpper percentile value of
the results. Addition v@all recdveryof lesg@l % oggurs, a\notmalisation procedure
is to be used by erence. Al thatZthe ndfifier, @nsi%?rs thatboth the value of 25% for the

standard deviationNlimitegnd the95%:eco %y limiPto 00 conservétive, the application of the
guidance results@ thch lowﬁZkg V&L&CS for fQ¥tyl A@in §§@ LC@ EA WG 71.11 formulation:

AN

R
o 0. 1% for thée@;e%form&@lo @6 7 ﬁosety@\l/k@ @;%
O

&ﬁ% for the u%t@‘meﬂ%% d&sﬁe (20 osetgg@Al/L)

RN
o 4% for tE@ owdyse @ fos —Al/&g &
e i" S @ &
S\ @ @ Q @@@ @®
CP7. 4@’ A%llal@ tox1&log@ data relatmg to co-formulants
CON@DENTIAL 1?@)rmagﬁ%)n p@se re@ &gespectwe Document JCP.
. & & - N
G @ © 9
@ \% RS @
%o Q

13" EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption. EFSA
Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
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