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Cp7 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. &ﬁly@
2006, Entry into Force on 1 May 2007). This Supplementary Dossier containgsonly data which were
not submitted at the time of the Annex I inclusion of fosetyl under Dlrectlv§/4l4/EECQnd W,

were therefore not evaluated during the first EU review. All data which were already gubmit egl by
Bayer CropScience (BCS) for the Annex I inclusion under Directive 91/4%/EEC are céhtainedhin thé?
DAR, its Addenda and are included in the Baseline Do§gjer prov1ded@y BCS. Thg\} datédvare ofily
mentioned in the Supplementary Dossier for the sake o completen and only eralj@irom%@on
(e.g. author, reference etc.) is available for these data. {n order to fa fate dlscrlmglatlo§ ne%
data and data submitted during the Annex I mclué@l process uder Directiy, D1/414 ECgythe

data are written in grey typeface. For all new lies, detailed sum&ries 4ve pr(@§fded 1th1n@i
Supplementary Dossier. However, for a better un; rstandm the t&xmol@lca@hawm of fosetyl-
aluminium (fosetyl-Al) WG 80, short sum %e restlts 11 stadies are glver%t the

beginning of the relevant sections. Additiona at1 @ Fr@me @16@4-
d% yell@ @

04 during the evaluation of the Supplemq@%ry

@

Fosetyl is the ISO common name E@ @éth %rdr n ph pho (I[g%C) @% theal umil@lm salt
fosetyl-Al, a variant of fosetyl, is used in the for tedsprod
y YL 1S U U & 1& @ N %@)

N \
The formulation Fosetyl-Al WG 80&1;@31 w&er d@erm@gr le (‘@) @n tion containing
800 g/kg of fosetyl-Al. This"formulation reglstf@éd tiroughat>E uggpe on id®range of crops

under trade names such as Alfette %Eo etg y 80 was alreadly a @resen@tlve @rmulatlon of BCS
1I'

for the Annex I 1nclus10n 69 foset un ve %/4 14/&@C %, §
'St @ 2 0 %\ & S
CP7.1 cu tOXl@ @ > @

Fosetyl-Al WG @@ (FR@WC&N) ths a V&%& low%@cute @1 an@%erct@aneous toxicity in male and
v

female rats. o >
An acute 1nh§t10w§udymgas prev1ousl§%ot bg@n re%%ed fay prod@tts containing only non-volatile
active subsfances if the are not dusty with a &mﬁca pr(@oﬁlol@%f inhalable particles or applied by

sprayu@neratmg uli\:,abl rtickes” Thus, no fte ﬁ@latl@study has been conducted using the
curren ipe of F T e curr data\ quirementgsfor plant protection products, however,

stipulate that acu ﬁl halﬁﬂ dies. péfo with all products that are applied by
spraying, such ai A WG 8@ atest h@,s been perfofgied using an earlier recipe named “Aliette
80WDG”. Theymain fer bet@een pre§us faghulation and the current formulation is the
replacement eth@yla%@ noa@pher@ (NP@» dls@smg agents by more environmental friendly

ingredien

FEA W@ is 1rr1tat1r@to e@but to @n It@g%é no skin-sensitizing potential (see Table 7.1- 1).
Q S D @

% % v N
%§@\@Q&§
G @ © «Q
S§E Vo
O - N
T & O

N &

@9@@%
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Table 7.1- 1: Acute toxicity studies with fosetyl-Al WG 80
Study Type Species Results Reference @ @
Acute oral toxicity LDso > 2000 mg/kg bw (3+9) @
Acute dermal toxicity Rat LDso > 2000 mg/kg bw (3+9 )@J
. . o . . ﬁ)
Acute inhalation toxicity LCso> 5@ mg/L air (4 &%ﬁa)
@
Skin irritation Non jr §1 itating @Q
Rabbit
e E \ﬁutant (rev u@alc effects), &
Eye 1rritation )%1“ it 2, H é\l 9 @”%
Skin sensitization N Qy
(Modified Buehler Test, Guinea p% No@@nsny&ﬁﬁ g\’ @;&7
nine induction applications) R
5% T S
RS o

N
SN @\ &6 @&% N
CP7.1.1 Oral toxicity Z &> ° & @ Q
All studies for this endpoint wer&@ese@d a Qvalug,ted u@n e§ EUp oﬁor the Annex |
A

inclusion of fosetyl under DirectiQ 91/(%1 4/E Ple R and th aselvié%ﬁDossier of
Vlde@

fosetyl. A short overall summaryof thesé stud@s is g on C@ﬂ 1 @© N

- & % S

@ @ @ "\@
CP7.1.2 Der@l tOXQlty@ & S R @ ‘&
All studies for this e@pomt@%m presentéd andey alua@d dd \ g ess for the Annex |
inclusion of fosetyl gnder Ditectiye91/4 @/EE $pleaserefer to the Baseline Dossier of
fosetyl. A short o$ sgnma th §®studles is p@ deg@@i Secxlon C@] 1.
@ \
S i S TS Y S

CP7.13 hamlo & O

S
No inhalaﬁ%’)n test has bgen ¢ cte %th th@cu@nt r of{@etyl-Al WG 80 (Specification No.
10200@4225 02). Aga sul@gate cl slﬁca® ofthe pro@ict is based on a test (|| GzNF:
Ous recipe o®osetyl—Al WG 80 (EXP02329B). The

1990; M-163218- ) c rﬁuct with @ preyit
main difference the i0 %mul@ﬁon ahd th@:urrent formulation is the replacement of
ethoxylated non @ d1 a ents@y o? environmental friendly ingredients. None

of the new edl O\'- @asmﬁ for acute inhalation toxicity; therefore no
additional ontrlbutlon togy phalahi . A detailed rationale for bridging between the
two re(@ -521768-01-1) can be found in the respective
CONFI i . ©\
@ D
@ c
v & N8
N N
&@ 3 &8 8
&3 o
Y O & 9
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Report: KCP 7.1.3/01 | ; 1990; M-163218-01-1
Title: Aliette 80WDG pulverized: Acute inhalation toxicity study in rats
Report No.: R002726 o
Document No.: M-163218-01-1 @ ©©
Guideline(s): USEPA (=EPA): 81-3 @
Guideline deviation(s):  The relative humidity during exposure was >70% in the h1gh®ancentratlon gzoup. @
GLP/GEP: yes ¢§ & Q

Q N

Executive Summary % . © § \;45@

The inhalation toxicity of Aliette 80 WDG (FEA W@SO) was d w\?mlned in mgl e a@l’ fe
Sprague-Dawley rats by exposure to an undiluted pow aerosol T@ aerosol W@ enetated using a &
Gem T Trost Air Mill coupled with a motor-drivensevolving di @delivery syltem. Two gr, (x§©
Srats per sex were exposed for 4h to concelﬁ tions of 2¢ 01@)5 .02 mg tes& item/I (ac@
concentrations). The post treatment observation gefiod was 14<days. QO ¢ @

The aerosol sampled from the inhalation chap%)er showed a M@D of 1320 @ (GS§3 62\3@ and
4.967 um (GSD 1.860) in the low and high cgijcentraiion group, r 1@}/ S

The dust in the low-concentration group w hig@@wresp' le 84 of the part1®s bej %smaﬂer
than 4.79 um. The aerosol in the high cong trmon &mp h%a coa&%ar pa@e size distributiop%ith
50% of particle diameters below 4.96 yin. \ & 2o

Prominent in-life observations inclu ac&i%ity d@s@ @@n %}- acry@’hea@ pils, %spmg,
lacrimation, nasal discharge, pilogrectioqy’ polyaria, I%SpiraQ guiele, @ﬁ)vatl anqg@lthdrawn
testes. All animals were free of ar@mgl%by Day S ofthe s @) <O

Two females of the high con@ntration grotp’ dle§urm @of tl@stu  Upgn necropsy, no
abnormality was detected 1@1‘V1Vi}g rat§> Decedents show c@%lgn@f nasal dischirge, salivation,
chromodacryorrhea and polyuria; fangs @ﬂ swéllen with r uidk

The 4-h LCs value of fesetyl-Al WG &9 1s grtater t@n 5.02.mg/Ixin botiSex ased on this result,
FEA WG 80 is not &?ssﬁi or agute 1@alatltox1c@y a@&ordlrglé to th\@rlterla of Regulation

@

1272/2008. @ P& & § §9 R
&~ \é @\Q %AT@JAL&?ND@ET@DS@@

A. MATERIALS oo %© © K f@ S ¢ @
1. Test m\@rial: %, v\g %
NaméS & §Ahet§ (&Q (FF§ WG@%)
Description: Q\ &\ Fine, oft-gghite &%ﬁwde
Batch / Lot No<y # 242-DAB-88 677& Pulverlzed

Purity: 9 % 0% @8, (W(W) Q
Stability of @st CC@%UH@QN(M @por‘[é . § ©

2. Vehicle: @© @t\ ap@ble@@\ @@
3. Test @als & Q@ @ @ N ?&9
Species: @\ Rat_
Stifain: %, D Spbigu \(HSD (SD) BR)
SE;: § @ales an Q%%
Age: @° . &Yo ag adu]%
Weight w, te&%} Mﬁ%s 88 ¢g
S N @ s]igmalé@ 195-235 g
our%@ . USA

Ace@nat I@od 6 days (&), 1 day (%)
Purina Formula Chow #5008, ad libitum

Tap water, ad libitum
Hm@g: 1-3 per cage (males separate from females); one per cage during
exposure period; Suspended, wire bottom, stainless steel cages
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Environmental conditions:
Temperature: Not reported
Humidity: Not reported @"
Air changes: Not reported .
Photoperiod: Not reported > @Q\ v
& &
B. STUDY DESIGN AND METHODS Q @
1. In life dates: 1990-01-17 to 1990-02-14 %% \© 2 \zs@
2. Animal assignment and treatment VC@ @& 5}” @\\ @}6 @
Test concentrations: 2.17,5.02 mg/L (actua{) ©Q %@ N é\f
14.6, 82.4 mg/L (nondinal) & o0 R S &
Application route: Inhalation, powdﬁsol R 22 @ ©& &
Not reported whéther full bod o&nly@xpo e Wake%pl.
Group size: 5 rats/sex/ gro RS LS KN o
Exposure duration: 4h Q %@ g}ﬁ @j& b@ O g % .
Post-treatment observation 14days <& @ @ R Q © @7 @§
period: W\’ \\ \ [} &% QO w §
Observations: Chmc@ﬂ Smort 1@7 b d§> egé@, T \ne@s N Q
gng, %% ed Zross y &
3. Generation of test atmosphere © N § QX § S
Exposure apparatus: 5 New York U ersi }é@ sig@@tai @f 5S s@@’, d&ffmmc flow
inhala & Q
Flow rate: 17 ‘ing/L 7L/n% x@ @Q @b (S é%
" s, 02 mg/1 in A )
System of  generafing Géh T%@os‘[ M&l cou&gd wq@? a m@)r dmg%n revolving disc
aerosols: > Helivery syst @ O R §
Method of parti@ si QGra&%,etrlca yvg§ ascide 1mpé§or ' N
determination: Ny §’ o 5
4. Test atmos & S S 2y Q f@@ & @
P NN S @
Temperaturé% h%’lldlt &21— °C @ AN §
in air chamﬁr @J w, g/L%9 7@9 @b © @
@Qm @% (o é,(;\f
Partl@slze dlstrlbu@l 0 84% of@rtlc@wer 4.79 pm
5, 02 mg/LaS0%, o@partuﬁ%s vt &< 4.96 um
MMAD (GSD)@ O 2 m /@ 1. 3%@ um £3.628)
& & & 4% 7um 360y
@
&g & @@Q . RE@TS%@%D%ISCUSSION
L
A. MO\@LHY o & & o’
Two fentales of the@h cc%c%nragon gr%§dw@see Table 7.1.3- 1).
(g Q @

B. &INICAL OBSER@’ATI@IS
Prominent in- @obaggvatlo 1nch£d ac@lty decrease, chromodacryorrhea, dilated pupils, gasping,
lacrimation, Qdsal , pll%erect@n, polyuria, respiratory gurgle, salivation and withdrawn

testes. All ere e of:any sighy by Day 5 of the study.
o S

C.BOD %W@G@ 4

The hody w@ights gf all ?ﬁ?lvmg rats increased throughout the observation period.
Qg@ Y yoe R
D.N OPSY

There were no abnormalities observed at necropsy of survivors. Decedents showed signs of nasal
discharge, salivation, chromodacryorrhea and polyuria; lungs dark red and swollen with red fluid.
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Table 7.1.3- 1: Results of the acute inhalation test with FEA WG 80
Concentration Toxicological Onset and duration Onset of death Mort%@°
(mg/L) result* of signs” (% 4
*Q
Male rats N @
2.17 0 45h-6h —§ L0 &
5.02 0 4.5h—Day4 - Q> %®\
©
Female rats %ﬁ . N
2.17 E 45h-oH Q - o N @
9 Q
5.02 2 4 4.5h-Day 3 O%5h,Day | © Q@ 40
LCso:  >5.02 mg/{@males + feng%ss) O N @)@ @
* 1% number = number of dead Is, 2 numb et of s with toxjg s N
numboer 7num cr O ead animals numoer = of anima S\VVI ?X@ gns, Q @ @
3" number = number of animals used Q N Q 6\ Ry N
# Due to test material covering observation windows #mals ld n@\ﬁ‘l@obs@’d du g the exposure p%plod RS
£ SO YR
Q SN
Lus? < @
@ C%@ 0% % 8 &

The 4-h LCso of FEA WG 80 is greatey thaﬁ@p
Thus, FEA WG 80 is not classﬁiec&@r ac 1nh»§a on
1272/2008.

th X . e an@ﬁem

X
p
1‘@@ co g to@g cr

ra -Dav@y rats.
fa of @egula‘uon
&

@ N @@’ @ %@ @Q @ é
CP 7.1.4 Skin @ij%itat S & @ Q& o\@
All studies for this endpgint %ﬁre pré&entedNand esaluated durirfy the@ p@ess for the Annex |
inclusion of fosetyl under Dl@ ve &/414/BEC ase réfer t(ﬁihe

I{ké( ar;d% Baseline Dossier of
P&l

fosetyl. A short o

sum ry@?hese@udles pro@ed inSecti

&

S @ @
SRR < N é@ ¢
CP715 O @H@tatw@ Q{@’ §

ated @Jrl @%ﬁe EU process for the Annex I
ease I to tl@’DAR and the Baseline Dossier of

All studies_for this@ndpdint wese pre ente
ive @1 4/E
se é@dles ® rowgﬁed in @ctlon CP7.1.

1nclu51onog%fosetyl und& Dir

fosetyl@short overa@ m

CP7.1.6 aqgn & &

All studies for thls e 01n ere serf&e:ﬁ’ an al "’ during the EU process for the Annex I
inclusion of m.’ tyl de ectl\Q

gie refer to the DAR and the Baseline Dossier of

fosetyl. A ided in Section CP 7.1.

%hort overall s@ma@f th%;@stut%@ is

& % Q o &
N & @
CP 7%1.7 @up@men@ry dle@n the plant protection product

No such studies are nec@sa @mce ere Q@no concerns arising, e.g., from potential synergistic or
additive effects@xerte by actige sub&tance or other components in the plant protection product
ireu her' estlg%ﬁﬂonS@

that 1d
at wou &@J o
@
CP 7&

N
w

&
©©

N

)
gﬁ Q

QN pp@-entary studies for combinations of plant protection products
%h ses af®neceSsary since fosetyl-aluminium WG 80 is not intended for use in combination

i% o%n@lant protection products.




Bayer — Crop Science Division Page 10 of 31
2016-05-03

Document MCP — Section 7: Toxicological studies
Fosetyl-aluminium WG 80

CP 7.2 Data on exposure

Evaluations of the exposure of operators, bystanders, residents and re-entry workers to fosgyl- &
aluminium (fosetyl-Al) when used in the Fosetyl-Al WG 80 (FEA WG 80) formulation are pro ide

in the following sections. S @
N & @®

g & &
CP7.2.1 Operator exposure @\% @ @)@ \25@
FEA WG80 is a water dispersible granule cont@ng 800 g@ fosetyl- The\prop d @
representative use is as a fungicide and bactericide on pome fruit. Applications of ill be o
achieved via broadcast air assisted sprayers. Water \@4 be the diluent/carrier m s1tua%@>ns fuig
representative GAP information is given in docu { D1 and is s@]ma@j%d 1@@: ableg 2.1-P @
able 7.2.1- 1: Application parameters for QIA W%SO @ %, %, N 7,
SN
Application Crop(s) Growth FQ Maxz@lm \\gra Spl'ﬁ}f &ax @)m}gﬁﬂ@ ©
technique stage ”:1”\9 @ me ° of| Interval | (
kgha, T keha Q}Jh% tregt>|  (day) @§
L
oF 4§ pmdt@ (ﬁ@yl-A@ ts @

AN

Q /_\ @
BAA Pome fruits 55@ F 4.5 3.6 @ O3 7-10% | 28
5 O DEEC R
BAA = Broadcast air assisted sprayer. F =Field usedG = nhouse usé
RN & NS
N < &

Dermal absorption: \@ © 9 § N $ @'y\?

@ Q9
The following dem@bso@on wg@l%es fog> fol-A Sare u@ 1n prise% risk assessment (for
@
details see Sectlon@ 7.3 @ @ @

@
. @ for e CQ%entra‘ce (n@sured\at 50@&) @nd 3% >(measured at 1 g/ with a
©@red@d IO@est mése C @entra{\ﬁ%n 0% 4 g/@or th&Spray dilution.

RN . S)
& &2 @\ > o
Accept&@ Operator E@osurﬁeve@OEL ©© § o
An AOEL of § g b&#day esta@%heq& Yor fi osetyl- Ag“based on the NOAEL of 500 mg/kg
bw/day obtained ia 90<day $ am&ﬁe rat @dy u@l fety factor of 100 with no adjustment for
(

oral absorption being @l@ see @8o DQC me@MC ection 5).
@

/@(2g

O © @©® \\ Q\ @\ @
S\ § S 6 @
o\ ©\
X § S @ @§ N
S FN @Q &@@
@° N
@ \%%é@ §@Q
% Q

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

Operator exposures to FEA WG 80 are estimated using the German model?, the UK-POEM? and the
new EFSA calculator* (although not implemented at the time of wrltmg) with the relevant sce 10
“Tractor-mounted/trailed broadcast air assisted sprayer”. Details are given in Section CP 7.2.1 &

Table 7.2.1.1- 1 to Table 7.2.1.1- 3. S @
N N . ©®
The results of the exposure calculations are summarized in Table 7.2.1- 2. % @@ @ %
S SN
Table 7.2.1- 2: Predicted systemic exposure as a propgrtion of the A%L é\g\ ®\ @}@
a . %y
Substance PPE 1 systemic exl@ﬁre % 0FAO Q> Q)
@mg/kg bw/ddy)* &6\’ @ @‘B >

Germii model N & N O @}
Tractor-mounted/trailed broadca&t air assisted spra@' hy:i%ulic n@zles. @ia . §
N

NoPPED'| @ gﬁ%os 2 @ 3
With PP 2 > Booo o 0 Yo
& o W-PO@\’I ~ % R N ~ éﬁ 2y §
Tractor—mounted/tralled@oad{g%si air @sted@ayer aul@ozz @15 h@Q <
< NoPPEY |n  “vog7oeoo &7 B w2
ol WIEPPES] o7 08199350 " ST
$7 S EFSACatelatds @° o
T _ S @ . . o o ¢ %
ractor mounted/trgﬁ@d broadeast gf> ssiste@gprayer: hydrdulic nozzics, 1@ ha
. NGPPE % 2256 * S
Fosety—Al\ % § & \@ B @§
v A0 e | O 0063 o |- 1

AN 7 AN

Fosetyl-Al

Fosety-Al

@)

# Fosetyl-Al (& AOEL=S :& bw% ) )

1) Lightly dreg§&d operatéy, weari ho; ved T-Shirt, &@ and g Q S. @

2) Gloves d "~; mixin oad1 ~and a sta%rd covesall dun&g appligat N

3) One la (' ty@ S ghas smréﬁot wear

work wear (e. g%%)users a long §leeved shi
)prc{t@/z e gl Wes are w@x

ixing and loading and when handling contaminated

1 woywear (€
surfac &s

SR
5) Pdgntial exposure without RP]§@PE % % (@%’
6)4y addition to typl@wvork (see@r tective glove@ge wong HE& g and loading and when handling contaminated

& rfaces. @ @ ®) % . Q
\ %\
Overall assessm
Exposure estimafes pr. p nac able*rask erat usmg FEA WG 80 for the representative
use on pome it s @1 ade@late @Drk clething @’g a long sleeved shirt, trousers and sturdy

foot Wear) three mo it thabthe 2{%QXiuct @y safe to use without additional PPE. However,
the notifj recommends that ey @ profec tive gloves as a good farming practice during
mixing/odding and \3@%11 harfdling contam@te@rfaces

NS

(1992): @EI‘IHCI@ 9% fort&gfeguﬁ@mg the Health of Applicators of Plant Protection Products (Un1f0rm

Princi perafor Profedtions); Mitteilungen aus der Biologischen Bundesanstalt fiir Land- und

Fo irtsch ; , B %n Dahfem, no 277, 1 - 112 (1992).

Sc&entlﬁ co ttge™on Pesticides and British Agrochemicals Joint Medical Panel., Estimation of

osu@and A t@ of Pesticides by Spray Operators (UK MAFF) 1986 and the Predictive Operator

Xpo Model (POEM) — A User’s Guide (UK MAFF); 1992, revised model 2007.

4 EF (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.

3
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CP7.2.1.1 Estimation of operator exposure

Operator exposure to fosetyl-Al in the FEA WG 80 formulation is estimated using the German el,
as well as the UK-POEM and the soon to be implemented EFSA calculator for tractor- mounted/ 16(}§

broadcast air assisted sprayer. > @@ S
N
In the following paragraphs the assumptions used for the calculations are sunitharised @& @\Q
R QO & 2
German Model © {N 5> \°\ é\”
Treated area: 8 ha/day. & @ O @ @
. Q o S & o

Max. dose rate: 4.5 kg product/ha, i.e., & S) N Q ©@ C:§©

-FEA: 3.6 kg a.s./ha. %@ Q& &© @) @
Body weight: 70 kg. N @@9 Q \& % @}

’ LN
UK-POEM S 9" F O g @6 NN
@ Ny B @
Treated area: 15 ha/day. @) O $ % °
% SR & e

Max. dose rate: 4.5 kg product/ha, ie., \ % @Q @

- FEA: 3.6kgas/ha. & .S \ o O N §

| - O A RS S S
Min. spray volume: 300 L/ha. &~ % é\g Q\ % @3\9 @ N
Work duration: 6 hours/da&© %90& NN \@7 § N @ ©
Body weight: 60kg. K S O © DL
9 ©) Q L N
¢ X T EF IS VS
EFSA Calculator N XS S @8 g ©
Treated area: 10 h%da O S N 2
2, VQ N, O < &

Max. dose rate: 4.5kg product/i, 1.e§ & S Ko © @t@

- FEA: %361;§/h% S ¥ O « V.6
Min. spray volume: {730 § > O & QO

Season: @ ly (w@ cas@@ ©© @@ @
BN

Work duration: our Nay v @& 'S
& ¢ NS
Body weight: © &O @ AN %o
o @ % @ %K "\%j § ©§%@
Dermal absferptlon @ >
@EA @% f@e c@ trate an d3% fgﬁ@h@eo ir@we dilution.
° S
Personal protectwé@ulmﬁent ( R&) %\ N S

No PPE@@ 4 No ad Ci;l 18@7)@(7)m durlrrlég‘xing/loading and application.
0

With %E: ,§ orn uringsmixi ading and when handling contaminated
Q @ S ~
S

\ o~
S\ NS @o@@ @6
% ) %
& 2 Q S &
% N I AN
N . (g @\@Q&@
G @ © «Q
& \%é@ S @
%o Q
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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 @ @b
Product: FEA WG 80 ®\ 0
Active substance: FEA a.s. concentration: 800 (g1 ] @ @
Formulation: WG PPE during mix/loading: Respiration: N AN @
Dose [l or kg/ha]: 4.5 Hands: Gloves @ @ L
Work rate [ha/day]: 8 PPE during application: Respiration: one . © &) K@
Body weight [kg]: 70 Hands: &% None %\ N Q
Inhalation absorption [%] 100 Head: @ None < Q\ @ &
Dermal absorption [%] 1.0 (concentrate) g Body: @Q Standar%@ective@veraﬂéﬁ Q
3.0 (dilution) gﬁ Q& N U© e
Q & &
Calculation of route exposure: @)ﬁ@? @@ Q N ©) (@ @
Specific exposure a.s. handled ]gstirnatposuf&gng/kgkf@éday] D RS A
Route [mg/kg a.s.] [kg/day] % I\},@@’E Ok edugtiolf factors  witkRPE N
© O Z .
%, < @ &0 ation . o
v = 0.008 288 @’0.00%2@ Qo 0.00326 em]a1@§
Dma = 2.0 28 \\ 0.822 S 0&‘1% Q7 0.008229 | M- mixading
Ia= 0.018 . o 0@07406 & Q@ O 607406 o A = AgiRation
Da() = 12 3 g 4937 @4.0 Q) @937 H = Hands
Dag) = 0.7 &QS.S@ 0288 < Y10 N @.288@ Aread
DA®) = 9.6 Q" 288 ~ 3.9497 N f\\@ 0.1?7’2%6 BZ Body
o &N ¥ E @G TP
Absorbed dose: v a ~ < No PPE o Ca ith PPE
& Q @v Estimated Sys N K/Estim@l Systemic
Route KN Absorfgidn [% route&xposureRS exposure N rouf osure exposure
[(\\% @ Q) [n@bw({da@ [m%g bw/day] [zn@ w/day]  [mg/kg bw/day]
(S S O O A O
Dermal: ading § @ N 0.8@‘57 @ 0.00@9 0.008229 0.000082
pplic N 2 3.0 N 04@1429@@ 0441943 & 0.9792 0.029376
Inhalation: ;@admg N % 100 003201 @032$ 0.003291 0.003291
Q" Apglidition A, a 10 Y v\\%.oomé g 00740 0.007406 0.007406
N o Total=| 9D O QO 0.166869 0.040155
9D o
Y
A O@\Q & O v O
FEFSIF &S
o & & & S
SN ~ S
o O ¢ .9 o O @
W OO O oD
O o R & @
% ) O @%: y Y
@7 N Q @ ©\
Q AN N @% .
& SN S
S v o N o
> & @
SUCTIV N
@ < Q & ©@
& &S
& 8
cL T
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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) @
B
Application method ‘Tra:mrmuunbedfhailad broadcast air-assisted sprayer: 500 |fha E] ®\
Product FEA WG 80 Active substance FEA 6 @ @
Formulation type ﬂ a.s. concentration " 80 g & @
Dermal absorption from product 1% Dermal absorption from spray " A: o
PPE during mix/loading Gloves : PPE during application ‘ Hone E] @ @ L
Dose 4.5 kgproductha ~ Work rate/day ﬁ 15 ha @ @
Application volume " 300 L/ha Duration of spraying R 6h °\ o N
DERMAL EXPOSURE DURING MIXING AND LOADING @Q @ § éﬁ
Hand contamination/kg a.s. 5.72 mgkga.s. & v Q @
Hand contamination/day 308.88 mg/day @ Q& @ < @
Protective clothing None @ ° Q& Gloyg &
Transmission to skin 100 % N @ % & @
Dermal exposure to a.s. 308.88 mg/day @ N @ %&%@8 mg/dy, @
G, &’ w\g@ iﬁ\y R’ A ° v
INHALATION EXPOSURE DURING MIXING AND LOADING
Inhalation exposure/kg a.s. 0.0358 mglk; a@ R @ @ 6@ @ & % °
Inhalation exposure/day 1.9332 mg/s @' @ Q @ @ @7 @&
RPE None %, °\ \ 6 % @ None
Transmission through RPE 100 L2 N AN & g 00 % §
Inhalation exposure to a.s. 1.93@@1gmay O\ @ o & @ R %3320 @y @
S DA S o §J) & oD
DERMAL EXPOSURE DURING SPRAY APPLICATION o
Application technique Tractor-mounted/trail oadcast ai@sisted sprayer: 500 ]/hz\j @\ @ @Q § ‘Z”\?®
Application volume 300 @Vrzy/ha @ 6 @ @ @ @ o N
Volume of surface contamination @ 4 @ @ & @ @
Distribution S b%}s Tk QP I u@ S 8
%, % S 65% 2 &) ©
Clothing % None _CyPermeabiy, @a Perfvable N ON@ Permgable  Permeable
Penctration & Q1% S s% QO v . G 5%
Dermal exposure °\ 10@ § & @% 5 M 10 @ 52 5 mlh
Duration of exposure % 6 h @ @ RN @
Total dermal exposure to spray A @ 1%2 m]/da)@ 6 o\ K % 121 ay
Concentration of a.s. in spray solution@ @ 2 @ BLo @ @ @g/ ml
Dermal exposure to a.s. @ @ 454.4@y @ @ @ 1454.4000 mg/day
%}YIN . 2 Q 5 & @
INHALATION EXPOSUR%;@ NG§P G
Inhalation exposure to spra@ 6 & C‘,&OS M@\ &\ ?§
Duration of exposure @ @ @ 6 % R @
Concentration of a.s. in spray @ 3:4\? 12 R @ @ @ @
Inhalation exposure%a& @ 3.6 day @\ @? R\
Percent absorba& 69 @‘Z&g @ @ Q@ \@7
Absorbed do, mg/day
@ @ S s O % O
ABSORBED DOSE Y § PPE N\, PPE (if used)
@ & &/ﬁx/lo v K Aﬁcati{m Mix/load Application
Dermal exposure to a.s. @ 308@@%@ @ @ 6 14544 mgday 3.0888 mgday 1454.4 mg/day
Percent absorbed @ % @ % o b @ @ 3 % 1 % 3 %
Absorbed dose (dermal r@e) DQ @ @ 8 @ @a 43.632 mg/day| 0.030888 mg/day 43.632 mg/day
Inhalation exposure tt@ @ @ °\1.9332 y o\ 3.6 mg/day 1.9332 mgday 3.6 mg/day
Absorbed dose ©© N\ S0 aydy ¢ @ 47232 mgday| 196409 mg/day 47232 mglday
T § S0 %@
PREDICTED URE 4
Total absorb Se o @ Q 52.% mg/d@ °\ 49.196088 mg/day
Operator body Wweight Q \ 60 k , @ 60 kg
Operatogzgxposure % 9.8709 2 bw/ 0.8199348 mg/kg bw/day
TP R U § . Q) b
AOEL [N 5 migkg bidhy
@ & @ N
g PAOEK o (@ Qran Q 164 %
e ~ S i @
&Q v O & ©
& S
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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
Substance fosetyl al Formulation = Wettable granules, Application rate-3.6 kg a.s.  Spraydilution=12 g a.s./I Vapour pressur . v @
soluble granules Jha volatile subst avm@
@ avapour p&sure of
Qo <5*10-3Pa @
Scenario Pome fruit early (without leaves) / Qutdeor / Upward spraying / Vehicle-mounted Buffer=5 Numb@pphcat opRg,
App.lon inte 7 @
) o
) ©
Percentage Dermal for product =1 Dermal for in use diluation =3 Oral =100 Inhala =100
Absoprtion V @ @© @ v
RVNAS 5 mg/kg bw/day RVAA(S;& @ME bw/day (:\\y Q &
Zs
DFR 3 pg a.s./em2 per kg DT. days N @ Q
a.s./ha Obj@% QD @@J) [(%x é @&
Operator Model Mixing, loading and application AOE@I\/.:I a° %@’ A @ 6 .
Potential Longer term systemic exposure mg/kg bw/day 0.2 %m‘ RVNA N 4.51%
exposure @ &@ éy @ @7 & % Q
Acute systemic exposure mg/kg bw/day % @451 @ % 9% of RVAAS @ © &1/ @
Mixing and Loading Gloves = Yes "\9 \c\mh\ = Work weal R Soluble bags = Nc§
\ arms, and Ieg&® { Q\ éﬁ Ry
&«\ O & g & O
Application Gloves = No @ @@Eimg Wmear @?ﬁPE N\%?)) Q ed cabjp = No
& @ “xarms, body'Snd legs N @ @ Q %,
SRR =N - A
Exposure Longer term systemic exposure mg/kg bw/day 0.06: of RVNAS, 1.26%
{including PPE Q&@ o % @ (@\;@ &L @ Q > ®©>
options above)  acica systemic exposure mgﬁk@day . f\)@ &0.2957 . &\@ % DER\@ @ @ NS
2 @Q v R S
Q< % §
CP 7.2.1.2 %@asu e t%f ope@ato@&po@e S « R
. @ Q
Not required as as me&s de traafe e u@ the @cepted mo%l
" AN
@ \ O D> & @ §@ §

CP7.2.2 @yst@er ag re§iﬂent @xpo Q @

9,

No EU- ng@ validated and ac (@Clal \ del 1@cu%@tly {@’ﬂable for estimation of bystander

and res/@ntlal expos1@§9 @ @Q O
N

An approach is enteé“ in do@gmen at sid rﬁooth dermal exposure — derived from
available drift dﬁ@ @nh ion OSQI%U— deriyed fl@ an operator exposure model simulating a
bystander whg, is expos a @mﬂa ay @’ an @nprotected operator spraying in the field.

Addltlonall}pros@e tldeng\s a@ssed @}W@ll@
¥

This ap@ach 1S follovg%g a @Qldanc@of tk@iermn Federal Institute for Risk Assessment (BfR)> and

is in line with what‘\‘@as been pub) hed US.EPA and UK CRD recently. All technical details with
reg&é”to figures and asstl(nQ are p@wdegﬁﬂ this guidance.

At the reques&o th gldenﬁ@xpos% using the new EFSA calculator is also presented in this
chapter.

&§
@ @
N @©
SR

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
(“AAQOEL”) was recognized by
e the European Food Safety Authority’, and >
e the European Commission Standing Committee®. @«J@ & @g

N
Therefore, this waiver is presented in line with the Guidance of the Europg%l Comm1ss1®@ § %)

© N %y
However as the residential estimates cover an average eXposure oveonger duraégé)n it @ike%@at g

the residential calculations adequately cover bystandex safety. Q@ @§7 Q @©© @q}
Exposure estimates and proportions of the S}@IC AOELs acco@ed f®§ by @ es(%mate Q: e
summarised in the following Table 7.2.2- 1 and Yable 7.2.2-@y De%ﬂed m@rma ar calcutations
are presented in Section CP 7.2.2.1. é& @@ %Q & @ S S >
Table 7.2.2- 1: Predicted systemic exp&%res K@pm@ io of%)e AQEL & © @7 @
[6 & Y. S X §
sy C 3
©Q %ﬂ(}% N mos@i@’:ﬂ \@ §© AO@éy §@ @6
Substance Scenad & (mg/k@bw/ d@ . Qmg/kgyw/dayqy °£?AOEL
@@tande}%f high é?) @watlg@trac;@nount&fs @wj 8
Bystendegadult ¢ > 002608 <] 7 ¢ © 0454

N
Bpstanddechilg,) @/@ 0,019660 S & 2 o
Resi@ exposyire aﬁ@?\}iigh ?\@b app@atiomf\(tractor-n%unte@

Refidentdtult o, | £00023255 O & 0.0505
St &Residgn@bhﬂq&@ &@f’oszq%@ « @5 0.2811
N NS

© %
* Assumesﬁ() kg andepfor an @lt an%| 715 k&or a c §
Dermal absetptiogyalue of 3% was used. Inhalation @sorpt@yl@ was t@n 35&17@% for both compounds.

W2 @
Table 7&.@ 22 Pre figted @ml@)osures as a@ropoiﬁbn olahe AOEL using the EFSA calculator

ﬁ I \\) .

R N @rotaﬂ@s‘ce%

9 @ @ @7% RS %posure@ AOEL %
Substa ;w “© /Sﬁenam@ D (g;n’kg bw ay) (mg/kg bw/day) of AOEL

Re@ent g&kposura\after h&cro@%hcaﬁon (tractor-mounted)
») N v
@’ . OResidant: adull. [ 00434 0.87
\®)
osetyl-AlL S Redident@hild @] s 0.0970 5 1.94
wEosety

% Assumes a 60 kg byst@er fo@n adult aitd 10 @or a child.
Dermal abso@’r‘on value of 3% was 1@ Inhon absorption was taken as 100% for both compounds.

& N
B § N g
& Y Q AS)
G
S S
6 Gyidance D@umen@ app}%&ts on preparing dossiers for the approval of a chemical new active substance and for the
provédjof a ical active substance according to Regulation (EU) No 283/2013 and Regulation (EU) No
Q 4/20 ANCO/1018172013, May 2013.
L Gui@e on the assessment of exposure of operators, workers, residents and bystanders in risk assessment for plant
proteetion 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.




Bayer — Crop Science Division Page 17 of 31

2016-05-03
Document MCP — Section 7: Toxicological studies
Fosetyl-aluminium WG 80
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 WG 80. @" >
. N
Q\ g
CP7.22.1 Estimation of bystander and resident exposure ©© @ &
The following definitions and assumptions for bystanders and residents may & applied. \©
S &£ o

Bystanders and residents are not involved in apphcatron@ handling p{q\\ﬂt protectrq@prodﬁ@@s or
professional handling of treated crops. The question ®Wfises whethgit is necess@ry t@@istlrr%@sh &@
between bystanders and residents in terms of the patential for exgosure and h%% geve Q)
because the circumstances of this exposure could@differ wit sp%c)t to unt fri qu@ ar&

duration, this seems to be reasonable.

Q@(@ S
Bystanders may inadvertently be present withi ect @dja 9’%& o N are r a short etﬁf’od of
time, typically a matter of minutes, where appl cs«@on of@ pl rot on pr@uct §s in res or

has recently taken place. They may be osed pl&l%' rodu mainly vi
route from spray drift and by inhalationé drrmng s%y dr%&ts ga hg ap@atro&ﬁrs co ered

to be worse case compared to field crspra%% @ @

@ N
Residents may live or work near eas of the phc%on ofﬁdnt ect u pro ts ei% standing,
working or sitting in a gardep, in th& 1crm§p i Th@ m xposed to plant
protection products mainly vi@%ﬁe degmal gqute frc@ spray drlf§ s and b&tron of vapour
drift (depending on the Vap%ar pressure, § the @ctive @abstari%e) Per 1nfa@ ang@toddlers exposure
might also occur orally (e @ thro@h ha@?ito outh {ansfer arld/oré?] ect@ m%@ transfer).

Table 7.2.2.1- 1: éﬁx t Vs&li?es for 1ff§@-t CN)pS (me “wl. 2001, current version
@ 3 2006) @;ﬂl

@ &’

p, ance 1\6 m & ~ Perc‘knt Drift
@8 @ G&@ C@% @b (2 applications)
& @ y\” C%) N Qy <%2“‘1&grcentile values)
i Fielderops & & V| o &2 T 0.24
D Fruit @ops, efily > ..o Q %, Q 9.61
EgditcropsYate & © & 3.11
< Grapes @, S Xl O s 1.07
P W & @ & o 418
Vegetas o @wnta@ sn&Wfrmt@ . O K&
N Q o O 0.24
@ >50 cm & S @ 1.07
2RSS
N
% "N O @ Q@ @Q
) - O
2 e SRS
RS
o4 <
& &
v N
< & @ o
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Exposure calculations are performed according to the following equations:

a) Bystander exposure to fosetyl-Al in the FEA WG 80 formulation. \@ @b

| . o )
Dermal exposure due to spray drift following 2 high crop applications using a £dctor mount@@‘lel )
sprayer: 053 & c\\

( 5 O O & °
SDEg = (AR x D x BSA x DA) / BW D N
& & &S L0 @
Where: @Q @ © é\” >
: . . SN Q O &

SDEs = Systemic Exposure of Bystanders via the Jérmal Routedmg/kg bw/d @ Q) @
AR = Application Rate (mg/m?) @ 72k a =920 & @}
D =Drift (%) @ 1 1.81 (1om@élst%¢e) appg@tlon@
BSA = Exposed Body Surface Area (m?) é& ’ %du@\@ 2%7@ Y

DA Dermal Absorption (%) %
BW = Body Weight (kg/person) % © é’@ k%%ﬂt) %16 15 ke (chﬂ@ &

\@&©\©&§
%

/"

\ 5

Inhalation exposure due to spray drlftQ % & $ S §9 4 N . Q
SIEg = (Ia* xARxAxTxIA)/Q%V @@ @\ S S @b @@ @Q \&

o & P & & O o
Where: S YO g @° ¢, o
SIEg = Systemic Exposur%of Bg@ta 1 nh tion &)ute%@g/kg Bw/day).
Ia* = Specific Inhala&@q Ex ure, g/ S. &5, n 1ed qr day) 0@8 m %a.s

@ (high tractor sprayer).
AR = ApplicatiopRate Q;§ a.s.4h; © @6 \@ é .72 kgas./ha.
A = Area Tred¥ed (ha/day) § Q@ N §’ @ ©'8 ha'tfield Crop sprayer).
T =Time [ at1 (mmi R . Q @) in.
NS

SN
~ Inha omption (%), oy & VD Joow.
BW = Bo@@ }@t (k&@rson& K (;@&’ @6 ©§ @ 60 kg (adult), 16.15 kg
8 S @ . (child).

% %
Total %&mlc Expo@e of @stand§ @%

\
Adults and Chﬂd%& S% S@zﬁ s@@ (nzg@g bw@ay)@
@ @Q @ \©\ § o4

Wh
SEBere §§emlc Expo@re Q@ysta rs (@ @day)

SDEg stemic De@ml E@sure@ Bystandersymg/kg bw/day).
SIEg Systemic@alaﬁon xposure @sm@ers (mg/kg bw/day).
*o Q) . Q@ @
v &@\ o O
@%
s A& &R
@ O Q ©@
N
o <
{x’ O @ o
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Table 7.2.2.1-2:  Calculations for bystander exposure to fosetyl-Al in FEA WG 80
Adults Children o @
Bystander of high crop application (tractor-mounted) . @ L
Dermal Exposure Dermal Exposur@ @ @j
SDEg = (AR x D x BSA x DAYBW SDE; = (AR x D x BSA x DA)/BW @ @b
SDE; =( 360 x 0.1181 x 1 x 0.03)/ 60 SDE; =( 360 x 0.1181 x @§x 0.03)/ 1615 . S
SDE; = 0.021258 mg/kg/day SDE; = 0.016585 %(g/day QS & &
Inhalation Expsoure Inhalatign Expsoure Y @ b
SIE; = (I,*x AR x A x T x [A)BW SIE; = @ x AR x A x T x$4)/BW y\g\ RS
SIE; =( 0018 x 3.6 x 8 x 01667 x 1.00)/ 60 SIEg %0,010345 X @6 X 8x 7 X Q@\)/ 1&9@ 'S
SIE; = 0.00144000 mg/kg/day SlEy = 0.0 762 mg/kg/day y\g N N ©
& Q O f&s
Total Sytemic Exposure % wotal S@rﬂjc Exe & N &
SEg = SDEj + SIE; @g@ SEg =§DEB + SIg RO & @
= 0.022698 mg/kg/day = 0.649660 mgRp/day 6\ Y <
W] 9 & S N N
%AOEL = 0.4540 N [ AOFL = 0,3932 NY S AN .

@\F
YRGS

< > % &
@ @ .S O S SN
b) Residential exposure to fosetyl-@n %&FE@ Gé@orn@mg§ §9 @Q . O
§ D
Dermal exposure via deposits cau byespray @ift: O § S @Q @ \%
< v L @ & © S«
SDER = “XHx D v S ©
R—(ARXDXTTRXTQXHQDA)@@W < @ %

o O N o © Qo L@
Where: ~ 9 § NS $ @y\’
SDEr = Systemi@xpos@of Residenfs via @@D 1 R n@g /kg b @y)
AR = Applicgtion Ra@(m@mz @ § 23.2 kg as./ha& 0. O7&mg/cm
D = Dr1f ) @ ©©9.6@(10{n distapce) for 2 applications.
TTR = %@abl%ﬁes dues (%9%\ é\ 5% @
TC = @Sfe@ oeffigient ( Z/h@ w, &300 cw¥h (ad%It), 2600 cm?/h (child).
H pos@re Dutation hours% \@ @@2 h. © %@
DA . ©Dermal Absorption (%) (S 3%@ v
BW 8= Body W@ggh (@aw@ LS 60kg (@h) 16.15 kg (child).

S o Q
Inhalation exposum.@iue to%apoa;f? drlf?&\ @’ é S
R
SIEx = (ACy ;@R X 18 B@ e & o
Where: <\ § SN2 @
SIEr @7 = Systemlc@@xpos@e of R@Mde@ via‘the Inhalatlon Route (mg/kg bw/day).
ACV% = Alrboﬁ@ Cm%ntra of @pow\g/mﬁ 0 mg/m? (vapour pressure of a.s. < 107 Pa).
IR = Inhalation R§te (m¥/day) Q § 16.57 m*/day (adult), 8.31 m*/day (child).
1A = Inhalation bsogption (@) & 100%.
BW = Body \&ﬁght /pe% ) Q 60 kg (adult), 16.15 kg (child).
As the pressure fos@-Al 1Q10 "Pa at 25 °C the product is considered as non-volatile and
therefog —@@ an @
{\9
ol @@

&
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In addition, oral exposure of children is estimated by the following equations:
Children’s hand-to-mouth transfer:
- & &
SOEs=(ARx D x TTR x SE x SA x Freq x Hx OA) / BW N Q
S
Where: @6 &@ @g
SOEu = Systemic Oral Exposure via the Hand to Mouth Route (mg/kg b@7day). N
AR = Application Rate (mg/cm?) 7.2 kg a.ssfha = 0.072 m? § ©
D = Drift (%) @  961% &ﬁ m dlstanc@Eor 2 &pplnsé\’
TTR = Turf Transferable Residues (%) & 5%. @\ %@ &@
SE = Saliva Extraction Factor (%) & SO‘V&PA default\\g@alu%Q L Q)
SA = Surface Area of Hands (cm?) @ 28em* & @© @q}
Freq = Frequency of Hand to Mouth (eventsghdur) 20 evé@/b. Q & @ @}
H = Exposure Duration (hours) Q7 . Q2 hoey Q> 6\ Q
OA = Oral Absorption (%) N 2 %Q 100%. & o S
BW = Body Weight (kg/person) © %, ©) 615 child® & <\ o
3 .09 & 9O & ¢
Children’s object-to-mouth transfer @’ . \\ @} &6 & \© é\a s §
\ 5
% Sy o &S0
SOEo = (AR x D x DFR x IR x OA)/ BV, @ NI S 8 §f o
SRS O N
Where: Q Qs@ @@? @6 @Q S @© @Q o
SOEo = Systemic Oral E@osur"ewla Obj ecto Meuth R@e (I%/kg bv@ay)é
AR = Application Ra% (mmz) & @ &7 2 k a.s./h& 0. O 2 mg/cm?.
D = Drift (%) . o o ( 1@ dlSﬁ@CG) for 2 applns.
DFR = D1slodgeab§ Fohég Re dues @ O% S @
IgR = Ingestl 1ng 0 ra@ay( 2) cni¥{day. °~,
OA = Oral ion (‘V N @ 1009%0 S
BW = Bod@ e1 (kg@ on)§9 N @ & 1615 k&hlld)
\

Total systeml%ﬁxpoﬁ@e of @1den@1s thien estmtﬁted fg@ §

‘”\7
Adults: @\@ SEx = @ ke bw/da @@ o
Childréy; SEr ER%IER O@w scs@o (mkg bw@ay)

Q\ & & N
Where: @’ o @
SEr =S steml ( of 1dems (m bwy)
SDEr @ste rb 1 Ex&osur of’Residents (mg/kg bw/day).
SIER ystemic In@ atl e of Reesid (mg/kg bw/day).
SOEx @ Systemlc ral E X sur@ at andto Mouth Route (mg/kg bw/day).
SOEo Syste% ral osure V1a Obg@t to Mouth Route (mg/kg bw/day).
o @
S (g @ @Q &QDQ
N SN
SUCTIV N
@ < Q & ©@
L& e oe
& Q
{x’ O @ RS
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Table 7.2.2.1-3:  Calculations for resident exposure to fosetyl-Al in FEA WG 80.
Adults Children /@o e

Resident: Exposure after application with Field Crop, tractor mounted/trailed broadcast air as§isted s
)

yer

Dermal exposure: Dermal exposure: ﬁ\© @\@ S5y
SDEr = (AR x D x TTR x TC x H x DA) / BW SDEg = (AR x %% TTR x TCx H x DA)/ BW
(0.0720 x 0.0961 x 0.05 x 7300 x 2 x 0.03) / 60 (0.0720 x 0.096%x 0.05 x 2600X 2 x&03) 1§15
Absorbed dose: 0.00252551 mg/kg bw/d Abso dose: 00334478 /kg bgyy/d
. 7 by
Inhalation exposure: o& Inhalatior@%osure: S < @Q § @ Q)
SIEg = (ACy x IR x IA) / 1000 x BW NG Q" SIEn=(ACVXIRXIA)/BW @
(0 x 16.57 x 100%) / 60 Q%@" > @0;;8*@@@/@/1@15 @
Absorbed dose: 0.0 m%g bw. @ A&ﬁsorbed@ose g@ (0] " mg/kg bw/d
% @, @)%ral @posure%an <to- mo@ran@ &’
g\? \\ SO&; (AQB( D @R )@& x SAX Fr@% x OA) /
@S %@
©Q W Q @07moo@x0(§£o;@0x;oxzx1)/1615
@ v @; N S A sbed d@se @»003%@67 mg/kg bw/d
9 —
Q@ O\& © g§ R @}ajﬁ e@)sure (@J ect-@gnoum\transfer)
N S N SOE0=PAR xd) x DFRX IgR x OA) / BW
N S §@ « ©:072 x0961 x 072 x 25 x 1)/ 16.15
@ o O 6@ ) o C&Abscgbz:%’ dose}) 0.00214217 | mg/kg bw/d
Total systemic eg@g)sure < @ $ > T%afsyste@ic ex;%sure:
T
$E @ER q‘*\S\IJ%J RS . Q 9 ,%R =§5gﬁn + SIER + SOEu + SOEo
<
Total abso&;@% dosed &0025;551 @pg/kg.bw/d N Totalabsorbed dose: |  0.01405262 | mg/kg bw/d
% of Adﬁ;: v 0%51 o 9 4 %)f AOEL: 0.281
2 SIS v @
R X
N < D
A &8 & .0
Resident exposur@smg&ﬁe El@é\ cal&at%\ & RN
BN @ O
X
Bystander and r%mde@xp re c)@ \YI%AI mg 4nrd following the use of the FEA WG 80
formulatlon ed éﬂhg the calc% torban the scenario “Upward spraying, Vehicle-
mounted”. ©\ Q
Four pat %ys of expo%lre a @mm ed A Panel 2010):
spray r1f edime of )
e vapour (r@ occ@’afte e P@has been applied)
\ e surface @posn@\
o Qntr&gto tr Q
‘”\a
75t perce@ﬁs @ con ere for thé@mgle pathways and the total exposure from all pathways is
calculate®as meah val mary of the exposure calculations using the EFSA calculator for the

cr1t1ca.1\ﬁ AP @e T%@% 7. 2@ 1) is presented below.
@
& & ey
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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 pres = @
granules, soluble 3.6 kg a.s. /ha 12 ga.s./L low volatile q
granules substanceghavin,

@b a vapouflpress
@ of <5%10-3pal’
Scenario Pome fruit / Outdoor / Upward spraying / Vehicle- Buffern= 5 Numiber & 2
mounted % ap| lcafidf® = 3¢,
O £ %4 pplication @Q @
X @% % nter\F@ = 7§@ys K

Percentage = Dermal for Dermal for in use Ordl = 100 alation = T >

Absoprtion  product=1 dilution =3 {Q% . & | @© @Q}

RVNAS 5 mg/kg .iAAS @@(g b¥llay © @

bw/day % > PR\ 2

DFR 3 pg a.s./cm? per kg a.s./ha . DPB0 Y B0dds S

N\ g ®
4 f>7© [(\@ @ o f($ @»% &
Resident - child  Spray drift (75th percent@?}ﬁngﬁkg@ﬁw/day 0.05;@ % of RVNAS 1 0
Vapour (75th percenti@gng/};@bw/d%% &@ S »O.GQ\ﬁ} f@of RYNAS 2%
Surface deposits (75ttypercentile) malkg bwiday s« ~ 020326 &b of RYNAS 0.65%
Entry into treated cfops (75th percentile) mglkg bwllay < B:0462 % of RVNAS 0.94%
All pathways (méi) mg/kg bw/day 5 S 20.0970  %SFRVNAS 1.94%
Resident - adult Spray drift (75¢h percgntile) mgikg bwgday o2 & 0.8381 @ of RVNAS 0.56%
Vapour (75tperceittile) mglkg bw/ddy &~ @ £.0002 % of RVNAS 0.00%
Surface depwsits (75th peregntile)Xmg/kghw/day 0.0058% % of RVNAS 0.11%
Entry inf@treate@rops.i95th peidentile) mg/kg bw/day>” 0.0281 % 6f RVNAS 0.52%
All pathwaysfmean) mg/kg bBW/day @)° A 01434 % of RVNAS 0.87%
24\9 % J @ °\ @ (ix "\ =4
Stasoremtn ofestanier 8 reslnteamse
CP 7.2.2.2 S e@urelg t of | ysgndelg' @ renxp(%@'e

D

NS

Since the expoéf)e es@wte ca%ried%,ut in@ate%
will not be e@eed@und&@racﬁ@ﬂ co(fﬁditiijr@@of 585 a stag
exposure was not neces?sqiry ang\g as th%efor@@t carfded o@.

> &

A N

that the accepfble operator exposure level (AOEL)
to@rovide a measure of bystander

&
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CP7.23 Worker exposure

The worker re-entry exposure has been calculated for fosetyl-Al following application of the fosgyl- &
Al WG 80 (FEA WG 80) formulation for the representative use on pome fruit. The estimation i§§

provided in the following section.
g L&
\
CP 7.2.3.1 Estimation of worker exposure S\ @Q @ ©
The greatest potential for worker exposure following re%w will be ¢hntamination %w ths\sﬁ%m @)
of inhalation exposure during re-entry is generally confined to a br period afte@%’pph ile &

the product is drying, which will be rapid under ou@woor cond1t1 Pand woul neraily 1de<d%
according to good agricultural practices. Exposur® to workers @ner trea ar%s are ﬁfed %éf@
using an exposure model proposed by et al’ (&98) aﬁ ﬁ e\@l 10 @01 @

following assumptions are made: w &°
Q @ %
- Re-entry exposure is predomlnanth%wa tl@dern@?routcontac@wﬁ@the fo@ge) @7
- Residues on the foliage depend > N S
N <Y §
i)  application rat@ @ X O %\ N @ S
ii)  extent of re@ %mdu@t»%from@rew@ @aﬁo
iii)  the Leaf Afca Ind@’ (LAY [total ¥ize gﬁfoh‘)&co pared tﬁfae@%rea]
- Transfer of residues fro fohzﬁge to %@ clo@ or @1 of, & epe@eﬁ malﬁky on the
intensity of contact@ the foliage. Q S
- Activities with a siuilar Q&attern @@ be goupe%ﬂand a@g@ﬁemc@@rans(%r Coef@ment (TC)

applied @
- Dislodgeable Feliar %mdue (@FR@ ted @ﬁg a &faul@lue%@?& ug as/cm? per kg
as/ha. This figure is®ased Brouwetet al; 0%@

- kag@ter t@tre@%ﬂ cul@re st@ § the sp@ay h@y drle&on plant surfaces,
hi

neverth ow, r%m& ded to use dergal absgyption values amongst neat
and di %{ues N \ @ @ N
> S @
The dermal@xposﬁﬁe cal%llatlo is per{@meﬁcordl@g to@ following equation:
2 S 1@% R %@R X P
Where 5O @Q §

FR = odggable foliar residues (frg as/ m2)
TC @Bsferic ient é@pé@ﬂ/h@ S
WR  SWorlerate ( rs/d;@’) R NS
AR @~ A%‘[@n atien Tatg (ki as/@ ©) g

P O = Protect; fact@g\for (P @\1 no @E just a long sleeved shirt, or 0.1 when
% adequat@e C ot@ anoves Ge W&&)
@7 N Q @
Q N AL
Ao S (og Q@ @
(AN Q

principles for safeguarding the health of workers re-entering crop growing areas
rotection products, Worker exposure to agrochemicals,
7- 117, CRC Press (2001).

: (2001); Modeling re-entry exposure estimates:

techniques and application rates; Worker exposure to agrochemicals,
chapter 9, 119- 138, CRC Press (2001).
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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 pgas/cm? per kg as/ha for the EUROPOEM II assessment whilst a default half-li€ of ©©

30 days was applied when using the EFSA calculator. Q\ @
S} @ @

N &
Transfer Coefficient values: v \@
9

A TC value of 4500 cm?/person/h has been used in this risk assessment.@s value Was@btqj from

the Europoem II data for fruit trees and is also used in t ddew EFSA c@eulator. ‘v\g\ \\ QS @
& o0

Predicted exposures are compared with the AOEL of$osetyl-Al. S{@mlc expos Valh@ ass@e th&©

highest measured dermal absorption value for fosety —Al in the FEA W%80 fox@ulat n (3%K)A b%;@

weight of 60 kg is assumed for the re-entry cr. Exposure est tes bad }@)po ns o

systemic AOELs accounted for by the estimates ar sum@sed@n the @How@ Tﬂ% 7. &g 1-1.

Detailed calculations are presented on the folflgwing@sges.x, @% @@, ? &

Table 7.2.3.1-1:  Summary of predlcte%ﬁetylé@wmsker e osure%no P@ arlsmg fro@y he §é

FEA WG 80 and COI@arlsoNlth rele ive 6@

T -
®
Active substance Model v Ss%telrgé @L @ @/o oﬁ@@e)EL
< &pos @b o S S
& > (g fw/day) 7 (,@&g by)é) N
v
Europo @ 320007 ., 9D 12
Fosetyl-Al D ﬁ\ﬂ 2) Q%S o § 5 @ 2
S EESA § soodpd )L o % 10
*3% d b 66.Kk& work S \ o
é\@% so@n éﬁ \%r@er § §9 @) é& &\
Assessment S ©& \@ N © @@ N @
The exposure oa@wc%ggs to ﬁasetyqlel wl?egl ent Ff‘ng treﬁeds 1@611 within acceptable levels
followi ti FE&WG &9t fi
ollowing ap 10 %@ 01@% e %@s @@@ S @

AN 9 .

Europoem II: > QO é\ﬁ Q" > & Ry
. & o

Product Name: @@@EA%/ G 8@

Active substa@e F

I 9 S >
Detailed walCulations ofwor xpo@ durl% re-entry: @
& @@v k§@ Q FPE &

@
S WR x AR x P
D hrs/day kg/ha
%§=@@’@@0x8x3.6x1
ey N 166@0 ug &@/pers/day
& = gf LL¢ 4m&s/pers/day
s&Q O =4 «_ 19.445g/kg bw/day
@ usr§ 3@0% al absorption (highest value)
<% & S Y 1944 x 00300
U =S 0.583200 mg/kg bw/day
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EFSA Calculator:

Worker exposure from residues on foliage for Aliette WG 80 ° @
Crop type Pome fruit . @ @
Indoor or outdoor Outdoor @\ @@’
Application method Upward spraying 6 @

Application equipment Vehicle-mounted @ & ©®
Worker's task Searching, reaching, picking @ o

Main body parts in contact with foliage Hand and body @ @ @
Application rate of active substance 3.6 kg a.%% o @ @ 3,
Number of applications @ 3 & %\ o\ @
Interval between multiple applications v 7 d@ @ Q\ @ @
Half-life of active substance 3@5 @ @ X &
Multiple application factor & g S Q @Q (i%
Dermal absorption of the product @ % @ @ @
Dermal absorption of the in-use dilution ;%% @Q @ & &
Dislodgeable foliar residue (i_AppRate*i_DFR) \ 10.8 p@s /em? @ @ @
Working hours o @ 2% @ 6\ . R @

Dermal transfer coefficient - Total potential exposure Q& @ @ 2, B%-’cmz/ v @ S *

Dermal transfer coefficient - arms, body and legs covered @ @ @3\’ %0 cm ‘“f‘@' @ & % N
Dermal transfer coefficient - hands, arms, body and legs covered% (g}f% @ sto cmz @ @7 &
Inhalation transfer coefficient for automated applications R °\ \ 6 NA hr*10"§ @
Inhalation transfer coefficient for cutting ornamentals & \ \ Nf&ha hr*i{ -3) %> §
Inhalation transfer coefficient for sorting / bundling ornanyéftals @:\ @ o & N@ ha/hg}@"(%) ,@“Q & @

1. Total & @ @% ° @ $§ @ § § @

Pote@al ox o Work wea;{@'ns, bod legs §Worki ar < o\%
p%' ered O & an es )

Total systemic exposure (mg a.s./day) r\%9150.13?;2\798 9 @/\@1026656&@ @ 15.0133280 E K

Total systemic exposure per kg body weig% STREE { 0.5 3 @ %2502 @

(mg/kg bw/day) P& < N )

% of RVNAS &) $30.04% Y 10.01% 5 5.08% w@

B S
S Qg &S Y §
o N

CP 7.2.3.2 @asu@m@mf V@rke%@xpog@’e Q é% <

Not considered t(§ necessary: sa ﬁse as predivted i %e vious@ection.
o e e g

(CIEENN N &
©©«§©© O & s D

&

o @
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CP173 Dermal absorption

The extent of dermal absorption of fosetyl-aluminium (fosetyl-Al) formulated as a WG (fose Al S
WG 80 or FEA WG 80) formulation was investigated in vitro using human and rat epi
membranes ([ ; 2000; M-206372-01-1). A summary of the study is @zen below with

the mean values based on the study results and following application of tew EFSA R gui

rules. A conclusion and recommendation regarding the dermal absorption of Tosetyl-Al @rmu@ed as

the FEA WG 80 is given below. N

The mean percentage of fosetyl-Al in the FEA WC@) formulat@ that was %ns d t(& @
potentially absorbable (directly absorbed plus total remaining at d@@szte) over, Q, eriodSt 2 ursé
for higher concentration dilution of 500 g/L was 0. 7@4 for the h nan eplderrn@\gmemé%ne @nd 4

for the rat epidermal membranes. Applying the EFSA gulda @j)elt @h e poss%% ilit
removing the stratum corneum values as the ‘Qﬁ tum corngl ~~ A epq&gﬁly)@
values adjust to 1 and 6% for the human and n& resp@gﬁvely@

The mean percentage of fosetyl-Al in the FE WG ") fo@latl@ that (@\{r’as s12§d
potentially absorbable (directly absorbed plus t% rewmz do. szte) over a period rs
for lower concentration dilution of 1 g Was\b 3%@1 the@ma %pldemlal n@ﬁbraﬁws and2.8%
for the rat epidermal membranes. Applying

S a8

gt he ne %gulda.gce (a@lt §0 poss@hty of

removing the stratum corneum v agythe str umsgorneun Wa@ 3ot s para@ly) these

values adjust to 3 and 25% for th@um% and . respegtive @

According to the new EFSA g anc “there 1S@7he p@gm 1hat andar@dev@wn ¢qual to or larger
than 25% of the mean of tl?%e, ab t10n qulrgs the nse of an alte 1ve@alue orrejection of the
study. The guidance pref@§ the @p roash of @dlng th standard d@lat to th&nean to cover the

upper 84" percentile vatse of he resufts. tlo ~'~ re an eral\lg eco%@ry of less than 95%
occurs, a normalisatign, proe €10 be & pre Ibei, that §ot1ﬁer considers that
both the value of @5% fo th anda@ de 10n 1t and the@5% %ecovery limit to be too
conservative, the hcag@n of the g &ce\esults ow1&g valuey for ['*C]-fosetyl-Al in the
FEA WG 80 for@ lation: Q> < S § %@
& o © >
@é & & N o9
Human S %o Rat SE@
«29% @ 500 g/\gﬁ” § & 6%@ 500 /L.
2o ~
. W@l O K-?%O/l/L
°@§@ s S
N

It is worth m@lng thé@t thg@@al ¢svare \ Ve i that the exposure period was 24 hours and that
the whole_skin has been wiclu i S d fri@stion in addition to the normalisation where the

recover@‘ds less than®5% the di “Standard deviation to the mean values. Furthermore
the high“dose was aterdilutien of thQ gran@ formulation resulting in a lower concentration of

500@% compared®te a no@l al, 8@ g/]@ or tl@leat formulation.
&

@ < Q & ©@
& &S
SRS AN
S G
S N
& <
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; cfy.W B, s,; 2000; M-206372-01-1
Title: In vitro absorption from a 800 g/kg WG formulation through human and rat epidermis
Fosetyl-AL o
Report No.: C014312 @ @6
Document No.: M-206372-01-1 S
Guideline(s): Draft OECD guideline for the testing of chemicals; skin abs@tion: in vitro@ho@
428 (1996) @‘,@ LQ
Guideline deviation(s):  none- Q> @
GLP/GEP: yes o 2 S o 2
N WD O
Material and methods X v @Q § ?”\,@ K@
Human skin: Number: minimum of 2 dong} B per dose lev® Q § c&©
Anatomical region: Abdo back and toc%1 @) @
Preparation: Extraneouﬁue was re oved ] huf@n w@e skeg sa{@
obtained post mortem. The skin sam W I“eblmm@sed \vat@r*‘&t 60°

40-45 seconds and t]@epid is tegsed a‘esgay frggthe -’i mis.
epidermal membr%e wassiven éﬁide 1ng @mber séfed @n og °

aluminium foil wofnd required fisg uses
Rat skin: Source: M;&K. @ %o
- i NN D N

@
O
%@

Strain: Wis @)

Age: 28 +¢Ta ys%& ‘\@ N @@ ©§ §y %@

Sex: MalQ 2 S © © (RN
Numb& minfsum 0@2 do@s pef@dse @el (& ®© &
Ana@ncal regios@Dorsal and flhk. &@ .9 )

P arat@q Thé&ms @re sofied for app@imatg@ZO l@urs in 1.5M
‘Q)%p bromid®the sedﬂ\p distifled water. TR pi is was carefully

peel omgje der@is. E eg@makf@embrane wa@lven an identifying
nf: torgg, f 1Pfoil @il reqlired f
Q nurf®er @ws oregh roz@; @mg oi @ﬂ regired for use.

& &

Test Material: ©
Non- radiolabell@ \@atch&\GELﬁﬁo&XS (R

v
Radlolabelleab @] fosetyl A%F @ @ §

.9 Batch 1. @ @’ @ @7
QO &pe act@ 2.17 MBgmg, < S
A RaQ ty of t @f?)rm% kion \\&9%

Formulation: §\ The for atieQ dggthls perlm%qt was the fosetyl-Al WG 80 (Aliette)
%pm@ ecifigglion qumbe, @02000001579) containing fosetyl-Al at a
@ ongisal co@centr@n of00 g/l (actual 794 g/kg). It was used at two
K ©) G@lna]\c%nc tiongef fo%yl -Al: 500 g/L and 1 g/L.
Test syste:%: %@ ty§Qof slgﬁ@ glagy"diffu@on cell used in this study has an exposed skin
@surf area 2. S@m 9@%’3 receptor volume of approximately 4.5 mL.
%’,S of roxtelyﬁ cm diameter of prepared skin were mounted,
akgl @fuswn cells held together with individually numbered
. @fam @and ced Q water bath maintained at 32 + 1 °C. Fosetyl-Al has a
@ %% wa solu‘@hty o@ g/L which is sufficient to avoid complications from
diffision. @he receptor chamber was warmed by a constant circulation
waripwateXWhich maintained the receptor fluid at 32 £ 1 °C (close to the
Q@ §J @%or skin temperature).
0N @ SQ integrity was determined by measurement of the electrical resistance
o3 oss the sample. Skin with a measured resistance of <10 kQ (human) or

v
N

@ 2.5 kQ (rat) were regarded as having a lower integrity than normal and not
(9 used for exposure to the test materials, due to the possibility of compromised
barrier function.
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Treatment: The receptor chambers of the cells containing small magnetic stirrer bars were

filled with a recorded volume of receptor fluid physiological saline). A pre-
treatment sample (0.1 mL) was taken from each receptor chamber for anakygsis
by LSC. An equal volume of fresh receptor fluid was added to each rege N
chamber to replace the volume removed. Both doses wx e applied at t@rate
of 10 uL/cm?. After dosing, the cells were replaced 11@»water bath @nta@
at 32 + 1 °C. The diffusion cells remained unocclud&®@for the du@lon agfthe

experimental period (24 hours). % %)
Sampling: For all cells, 0.1 mL samples of @geptor fluid \{%’6 taken usipgan "~ é\’

autosampler pre-treatment and X1, 2, 3, 4 ﬁ 10, and 24 urs@

application for analysis by LQC. The volu fluid in t@ Nber

was maintained by the rep %@ément ofa me of recgptor ﬂu1d eq 0 th@%}

sample volume immedi after eac ampl@?as ta@n & % @}
After the 24 hour sampl ad been ta thﬁ\.s in d byzgéntl

swabbing with a serl c5.0f né@' ges ?nate cmg}pre— ed
with 3% Teepol““Ll wa @mat Qre ex@ ure &g two nges,e

pre-wetted with (% ab th rface

Decontaminatigg was%how 1(»{1 agisssmgnt of r&ual
rad10act1V1ty vels Q\the s@n su ce/ S& iger QunterQ\ 11 the
sponges wekd cor@i@nedo ed in'Sol @ 35 ftellie fingj receptor

fluid sa had been ake s&&he enddf thesKperient @1% remivning fluid

in the @ceptq& amlgg? was@iscar ndihe chyhber @nsed with fresh
rece fluisk whigh was af® dls&arded@‘(h % %%

The Jonokgha wa égarefu@y remdved gid the Walersjde Wlped with a
sifle spohige pwe Q\u Wi

3%Teepol® St whi¢h was added to the
&p In wege

y\’%as@ (belox. F{é@ onogshamber Was‘:%vash ith methanol and
the lesgfialysed for tyl-Al by ~
@9 T e epu@mﬂace odthe s@%&’n g, decont@mnat&d by gently swabbing the
N @phc&t\\m m&wﬂk&gatura gpre— h 3% Teepol® L, and with
@Q @fur‘[he spofiges pr ette&wH}%f conta(mnatlon was shown to be
&y @'7@ Q&f@lete i@lowi‘ﬂg ass al re@loactlw‘[y levels on the skin
& sur ace/@@ong%w1th§Gmge®co er. Thessponges were digested in
@ @olu@ 356&nd ma uIQQ are deN ume. A sample was taken for
A @ an,al
Radioassay: Q\ The [14§086t}@§1 te@}pre%atlons&nd samples collected during this study
se% Lig®d Sc llat@ Counting (LSC). The limit of
©Q%, (LOQ) usi he 2 o fove procedure was set at 3.9 pg/mL
@ O an /ml\ at) @ he 500 g/L dilution applications and
gn 3ng/ml (rat) for the | g/L dilution applications.
@ eyl he e fo‘imulatlon concentrate and aqueous dilution were
dlffe Qe to d& en@tlos of ["*C]-fosetyl-Al to unlabelled fosetyl-Al
X % .
Finﬁings: § @\ Q @

%

Y S
@ N
Human t@
No abso 0@ set fl%(\lgm thO g/L dilution was detected (<7.0 pg/cm?; <0.14% of the

applied d@se) tl@ugh Kumanpidermis throughout the entire 24 h period of exposure. From the 1 g/L
dilutiq&, osety@~Al dhsorptiQn was essentially constant over the whole of the 24 h exposure period
(0.0§ pg/cagy’h), @O@n initial higher rate (0.013 pg/cm?/h) was noted during the first hour of

@Q
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The results for the proportion of the applied dose absorbed have been recalculated from Table 3
presented in the report on page 27. The results for the 500 g/L group were calculated using the four
cells that presented total recoveries >90% (i.e. cells 32 and 52 were excluded). The results foghe >
1 g/LL group were calculated using the 5 cells presented in the report (see Table 7.3- 1). «§
Rat & &@Q &
From the 500 g/L dilution, an initial absorption rate of 2.60 pg/cm*h measur@ during the first hqut of
contact, was followed by a slower rate of 0.368 ug/cm?/h up to 24h. O&%r the entire e&osur@
period, the average absorption rate was 0.407 pg/cm?/h. yferms of the@%opomon of the appljed d@
absorbed, fosetyl-Al absorption increased from 5.41 pugRm? (0. 11%@6 hto 7.47 Qg/c 150
10h, with 12.0 pg/cm? (0.24%) being absorbed by 24&}1 Similarly, the 1 g/I%l ut@ the@stek©
rate of absorption (0.131 pg/cm?/h) was measured c @ing the firstRour of cont ®ind wa fol@@ed [}
a slower rate of 0.007 ug/cm?h up to 24hthe entlre 41@@)@0 p@d the ave@ge
absorption rate was 0.009 pg/cm?/h. Q7 @, b

@f %

ﬁ@

The results for the proportion of the apph@ dosg abse@ved @e by reca@’ula fro abl
presented in the report on page 28. The r@\qlts cfo@he g/% pwere c@*culate usi ﬁ@ of

the cells that are presented in the reporté%he r%g\lts g the % cal ate usmg t four
cells that presented total recoveries >§% (19&\%11 was %clude\\ﬂ see&a le S)
© &
Table 7.3- 1: Mean Dlstrlb@n %@(&g%lv at 2@%1’9@&1‘ Qose éﬁlica@\m of [“C]-
Fosetyl-Al i G_S®Form@latio Ex in gginples
@ ng S

{og N
Result@resseFm t@s of iercentage 0f aed ra%acttcg@ty ©

. 57 U e \Iﬁlstrﬁ;butlon m radioschivity &Z&dose)&,
oncent @ose RS Dlll@n Low dose
Dose levels g\’ § (é@ '»i . @ S é\ . 1g/L)
. X S .
Species (n){i@ o C§ s?\yéfumaﬂ$t) \J@ @ - o Human (5)
@ S) &\ M(Lqean °\ SD ©@ %) SI:i@an SD
&\) N © SURFECE %@MPA&TME
Skin washes @7 s 77.14 & 86.98 22.31
. SPaders 7243y @ “681 @ QF 042 0.12
Rovor chamber . @ | SO 13V 1 A 11.05 19.27
Tofab% non-absorbéd 9339 & [, Y 399 98.45 3.25
QY & (é\,\\’ . SKIN CQMPARYMENT
Skin o\ A f@ .55 | 1.02 | 1.30
i OR (;;@VIPA@/I ENT
Total % dir@@ abs@%d b \g 14 U o > 0.00 0.28 0.42
Total % Potentially @ Q %
§ bable © Wo. 6 @ @55 1.30 1.72
TOT4L™ RECOVERY Q 94 bé @ N, 3.52 99.75 1.68
RS &Val@tlon@%coriﬁg to EFSA Guidance
“S¢andard deviation >%° 0? N Q % Yes
Recovery £95%0? &\\)J @ &%s No
Adjustc Total % '@ Q
Potentlally@bsor % @ ! ?

- sum of ragioxctivity¥eund in @?h spogiggs at 7N@ur\
®: sum of1 activiiound i€gecepto id (0-24 hours) taking the LOQ of 0.14%.

° total lr(,(,tl or ed,+ total % 10sc site.
4 \alﬁggconm Jus otal % Potentially Absorbable according to EFSA are in bold Italics
@anddrd @mtlon
ot appable.

umbe skin cells used for nlculanon
ln the @L table, the presented means do not always calculate exactly from the presented individual data. This is due to rounding-up
differences resulting from the use of the spreadsheet program.
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Table 7.3- 2: Mean Distribution of Radioactivity at 24 Hours after Dose Application of [*C]-
Fosetyl-Al in a WG 80 Formulation to Rat Epidermal Skin Samples.
Results expressed in terms of percentage of applied radioactivity. @ S
Distribution of radioactivity (% dose, Qb 0
] . Concentrate: High dose D@fon: Low dosg & O
Dose levels (500 /L) X (L) AN . N
Species (n) Rat (5) % Rat (5) § § 2
, . AN
P | g - D 3
SURFACE COMPARTMENT _ AR RS é
Skin washes ® 95.62 .80 & 6643 R 5.81Q
Spreaders 1.76 0.38 R 104 & < 039 9
Donor chamber 2.38 A9 1.90 @ 1.97 X ) GR5 @
Total % non-absorbed 99.76 398 S 69. 4@7 m .87 N
SKIN-TOMPHIRTM é@f
Skin | 3.76 w180 @?71 “U | A 3 o °
RECEPTOR COM R@iﬁw%\l*ﬁ S @
Total % directly absorbed® 0.24 & \&08 2 &j) 3%(}/ A 1.90
Total % Potentially Q\\g
Absorbable ¢ K C@ 1 % 5” @83 @ ,1@ 4 8©
TOTAL % RECOVERY £Q3 76 @’ \ 2. N 90226 KN w\\s‘ﬁ()
Evall}étloﬁ@accqﬁﬂmg@EF@{Gl@%n SOS
Standard deviation >25%7? Q&U) ° Q @ K
Recovery <95%? A 4 QNO 7 & . © 2 No ™~
Adjusted Total % g @\/ @ K< NN
Potentially Absorbable 4.} © § O LR -
~

X S

: total % directly absorb, total % tdos

NC.
1djuq&d TO[’[] otentﬁ@ Ab@orﬁle a@mﬁ to@@%A ﬁim Imld@zﬁcs

4: values considered fo

* sum of radioactivity found in wash s es at hours @ Q K @
°: sum of radioactivity Zg rece fluid hours) kmg@_OQ BE0.14%. Q Q& N

SD: standard deviati \

n.a. : not dppllcdblu@ \ & & @ @ @

n: number of skisy &s use 1 calc tion. @ Q v

In the above tabk/the pggSpnted % s do not "Llways\\cmlctllqt@(actly@ the (@sented @plividual data. This is due to rounding-up
differences r%ltmg from'the use of the sp@dshu%rogranb\ @ @

Concl@n @© @7 Q° § Q@ . ©\

The dermal penet n t@%gh&man @d ra&}pld al méfibranes of ['*C]-fosetyl-Al in the FEA
WG 80 formulatig®r wasgnvest &t?ﬁhe tw@’conc@n at@s of 500 and 1 g/L.

The mean peggentage) Q}f tyl ,@ in @ FE@QWG@& formulation that was considered to be
potentially a8&orbatfle (dyeytly &b\mb lus Bxtal r@zaznmo at dose site) over a period of 24 hours
for hlgher%oncentratlon uti f 5@ /L @5is 0. 7@, for the human epidermal membranes and 4%
for the pg®¥epidermal rﬁ@mbr s. Aﬂym@he n{@ﬁEF SA guidance (albeit without the possibility of
removing the stratu@, corngum yglues g% the, §@atum corneum was not sampled separately) these
Val&y?’adjust to 1 dnd 6%@ th&@mad r@respectlvely

tyl in t FEA WG 80 formulation that was considered to be
potentially @rbab&%{ir 'y akgorbed plus total remaining at dose site) over a period of 24 hours
for lower cQncentgation dfutiog of 1 was 1.3% for the human epidermal membranes and 22.8%
for the r@}pl@aﬂ mgghbragds. Applying the new EFSA guidance (albeit without the possibility of
removi¥Q> the §jfatumy co values as the stratum corneum was not sampled separately) these
Valu%t%’dju@%3 & 25%8%or the human and rat, respectively.
< & °
&

The mean pergghtage ot fi
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According to the new EFSA guidance'® there is the provision that a standard deviation equal to or
larger than 25% of the mean of the absorption requires the use of an alternative value or rejection of

the study. The guidance prefers the approach of adding the standard deviation to the mean to co:@he >
upper 84™ percentile value of the results. Additionally where an overall recovery of less tham\d5% Q>
occurs, a normalisation procedure is to be used by preference. Albeit that thespotifier consi@s tha
both the value of 25% for the standard deviation limit and the 95% r ery llmlt&‘[ be@
conservative, the application of the guidance results in the following values @’r [**C] fos@/l -Alquthe

WG 80 formulation: &% 0\@ o\§ %@)
v® m@ @3\’ Q @}@ &@
Human Skin Rat Skin o %@ Y & |0

e 1%@ 500 g/L. %@ .« 6% @s00gL O . N S @

g < &
e 3% w1 g/L. Qg}? ° 2(%;%, @O]\@ mQ N\© w\?@ @@

MRS NS SERSS
S @ N

It is worth noting that these values are co%ervam§y int the &posur er@l Was® ho@n Q; at
the whole skin has been included in thi@&b orbdd fr c%nn iggdd G%to ti®horgalisatiorr whegs the
recovery was less than 95% and thgyaddition of@ e s&mdar&

evi ﬁ*on taSthe @ean es. .
Furthermore the high dose was a@ter@éﬁutm@f th@gra fo 1at1 res@ng (1% a lower
concentration of 500 g/L comparo a nd@iinal ‘800 g/Kdfor gc nea rm %
&

© 9 8)
@ N @’ @,@ &@ @Q (& @ é
CP74 Avallaﬁle taxlc tuta refating to C(%ormbufﬁnts
CONFIDENTIAL 1nf0rf%%on p eas(; (ﬁc @e re@ectlv@gocument Jgj?\ §
X & o & S
& .9 % & 2 @
N Q N RN 9 SN
F Ve a0 <
¥ £ O O g P 8 e
TS e s 5
N & & @ PSR
N T8 T e &8
@) Q
§ RENIIN > & >
oo e &
v O & .9 o O @
Q0O S & Db
A\ SRS %FQ & @
O @ %
@7 °\@ Q @ D
Q AN N @% 9
& SR S
S ¥ & O
N N
S &< Q
@ < Q & ©@
o S o
N ©
SENCNER S
S
& <

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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