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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION .
PRODUCT o
&4
CP7.1 Acute toxicity > @@ v
BIX+FXA+PTZ EC 190 (40+50+100 g/L) is a fungicide formulatioagg%ontaining 40 g/I6f
bixafen, 50 g/L fluoxastrobin and 100 g/L prothioconazole. % § @@\ ©
The acute toxicity of BIX+FXA+PTZ EC 190 hagheen fully %sessed by \;QRD\%hen ﬁﬁ%
product was first approved under COP2010/01354. X ©Q@ @@ § @

N &

> R O &
The following acute tests were performed: N Q& & &© &@
LDso oral (rat), LDso dermal (rat), skin iréifation (rabpi). eye/i rritatton (@bblt;@anc@m

sensitization (LLNA). Results of all studlecgare sﬁ@nma@ed \he @ﬁ%Wl@abl‘& RS
G TS
@’ SN
Table 7-1:  Summary of acute t0Xl@®StH€QCS \@ @Q § %© §@
g ),
SN I Retaronced 3
Type of study Results @ N w\g Rerf\g ences f"“\g & N Q
Acute oral rat, &p 7.1&?@1, @@ S & 9
o LDson@ sooo@g/kg%w g g 1 S f\\@@ N
& “@ D S
Acute dermal rat, @ @ C&%I.Z@@ S é%
male and female LD ZOO%g/i@bw

M-388099-0 =

; ; )
Acute inhalation rat N §§ <| CP @.3/0&9 & Q‘&
(calculation method)%%TE@ LC% ?2 @@ O « 5 ™ O

Skin irritation rabbigy” | . & @ & [P 7.4701 Q &

female S A ‘j&@}t N o 9M-38810701-1 2.9
Eye irritatio @)ﬁbit, S .. N oy %& § . @l S
female g% 6§ S‘}\\lg@tly 11@ant<%§ . 9 @ —38@06—% 4
: & T O g
Skin sensitization test, . C@l 6]
q
LLNA@mlce femal® Sen@s 1ng@ ISP @Q M-368814-01-1 5

S SRS
Therefore, in a@ﬁrda e Wi Reatio&%C) @o 1252/2008 on classification, labelling and
packaging of bsta@ g@@nixt @gs, tl@forn@tion@XﬁLFXAJrPTZ EC 190 is classified and
should be la&d a@foll% : \ @\ >
S Ey
Skin se@sa‘uon Catégory Q @ @
H3 1\4@“/ cau&%an q,lf@glc skin reaction.

Eyeiﬁﬁtatlon Caté%@ry
$ @@auS@ serl%@eye irritation

Acute Toxic @Cate@%y 4
Hg}z ggarmw‘f inhaled
STOT- Sg}late@% 3 @
v\g @ 3@ May cause respiratory irritation
>

! ”lx}ns ﬁ was already submitted in the UK for COP 2010/01354 under Report.No. AT05947.
2 This y was already submitted in the UK for COP 2010/01354 under Report.No. AT05946.
3 This study was already submitted in the UK for COP 2010/01354 under Report.No. AT05952.
4 This study was already submitted in the UK for COP 2010/01354 under Report.No. AT05951.
5 This study was already submitted in the UK for COP 2010/01354 under Report.No. SA 10126.
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The applicant Bayer CropScience noted that in the past Member States have requested formulations
containing prothioconazole at or above 3% to be labeled as reproductive toxic Repro. Cat. 2 (H¥id; &
suspected of damaging the unborn child). This is based on the EFSA proposal to -glassif
prothioconazole as reproductive toxic Repro. Cat. 2 (H361d) (EFSA Scigptific Repm@%oo ).
However, Bayer CropScience is convinced that prothioconazole shou (e\(\ ot be classifie
reproductive toxicity. Hence, in the absence of a harmonized EU classification {EC for
prothioconazole, the applicant wishes to self-classifiy his products. %ntifc argunionts for no&—f@
classification are provided in a separately submitted positfon paper ( ; 200@,'\M—§6“6455—— @
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studies

CP7.1.1 Oral toxicity .
& &

Report: kcp 7.1.1/01 || L.; 2010; M-388101-01-1 N
Title: Bixafen+fluoxastrobin+prothioconazole EC 40+50+100 g/I@ cute toxicity@h the @5

after oral administration (08 o\@
Report No.: AT05947 SIS
Document No.: M-388101-01-1 2 O, 9 <2
Guideline(s): Regulation (EC) No 1907/2006 (R ; EEC Direcfive 440/2008 -\l@tho <

B.1. tris; OECD 423 (2001); EPA 1th Effects 7@ Gu1dehnes§?’T§7O 1400); &

EPA 712-C-98-190 (1998) & S qx©
Guideline deviation(s): ~ The test item is a product knoo be stable @ homogeno @l both und11u@ and@

in ready-to-use formulatio water. Therefore lytlc&eter atlo(%T @}

stability and homogeneity 6¥the aqueous ations wgge not rform&

deviation does not hmlt@@e asse@@nent @esu{é@ % "\a
GLP/GEP: yes @ @ @ & % R

o K Q &
iﬁ SO § S & £

Material and Methods @ g\ @ @ ‘”\9 § éﬁ O
The formulation BIX+FXA+PTZ 199, %ﬁl \%rb @fqu (@)} nun‘@iz: 2@50-000848)
contained the active ingredients afen ( YF 0058%,) at th 0 @ntrag&‘l of\&g g/L (41.50
g/L certified by analysis), flugxastrobi ST265E- @ r#al @cer%téatlon of 50 g/L
(51.71 g/L certified by anal (@% and\pro%:onazo@ (JAY 647 «.,,Q the nomingl comgentration of 100
g/L (102.0 g/L certified by a 1y51§Q §) @& @ & \ @@

The test compound was%formugted

éjf?ap er; t@ad istr t10n VOMe

10 mL/kg bw. The

9
X
%

test material was ad sterghper@s-first at'a sipgle dose (20 g/kg) by e to 3 fasted female
Wistar rats. As no mpound m@aht curreB’ thre@ddlt@nal anithals were treated with the same
dose. 9 SN @
©© ©\ < \ N § %§
Table 7.1.1<%x A i 01;@@0x1c@y 1n%ma]@§‘ats@© S @
X
D -
os@ @xwolg%:a@ Du@tlol@ f sigad g;@et of death LDso cut-off
(mgi@ bw) ﬂn@gs > | © fter (days) (mg/kg bw)
(12000 s> «0BAY | 5 @ 6h, P _
i S > 5000
(22000 & | < 03 @§ i 4h6h (O -
*number of dé@d aniiRals/nuniber.oFAnim&ls witHRlinicdPsigns/number of animals tested.
b@ é@l SN IS > 8
¥ o K & o
Findings % % ) @’jf’ 4@@ %
- Morta@ no death-decu dQ & ©

- Cliftieal signs: orly decréased, nf®tilit
- Body weights: there wé8& no €oxic

oot

\\0@1 -

S rved.

@ects on body weights or body weight gain.

- Necropsy: n&@&mcu@r fi gs. Q> Q
O S @
Conclusiong, % Q §9 Q
& & ©
The a 01‘50 ¢ off Oﬁ@fX-I-F XA+PTZ EC 190 formulation in rats was greater or equal to 5000

mg/% W.
Accor&ﬁ to the Regulation (EC) No
None

1272/2008, the formulation is labeled as follows:
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CP7.1.2 Dermal toxicity @o S
NS
Report: KCP 7.1.2/01 | . 2010; M-388099-01-1 @®
Title: Bixafent+fluoxastrobint+prothioconazole EC 40+50+100 g/I& Acute toxicity n th
after dermal application (o N
Report No.: ATO05946 % § § &
Document No.: M-388099-01-1 B N NS
Guideline(s): Regulation (EC) No 1907/2006 (K@H) EEC Digggtive 440/20@?%[ Met
B.3.; OECD 402 (1987); EPA Health Effects Te@uldehnes (OFDTS 8 20@ é
EPA 712-C-98-192, August 199§ < S R o &
Guideline deviation(s):  not specified % Q &" & & © &@
GLP/GEP: yes o S & R \® % @@
TR A N
Material and Methods > @ Q é <’
The formulation BIX+FXA+PTZ EC 990, dsyellgws tur@ hquq% (ba ber: 100848)
contained the active ingredients blxafe@BY&%587@t thesaomi con&éﬁtratl f L &b g/L
certified by analysis), fluoxastrobin CSR25 0) @the ??1 nal]Gonc 50 g/L (51.71
g/L certified by analysis) and prethiconézole (3A 6%6) g 1na@§)nce atla&@%f 100 g/L
(102.0 g/L certified by analysis). 2 © @

One day before the start of tbé%reatm%nt @ack %nd ﬂé{l@%s o‘@%m %and 5 @ma]é*Wlstar rats were
shorn. They received a smgf@der&al dose of ZOQO mg/kg bw &f th@ llcﬁ@ld te %compound applied
semi-occlusively. After a@expo@re t@ of, Qz—"’ hogs the ﬁxmg% and e gauze strip were

removed and the treated area v&§ rln(%ed wit pl%@ er g skap and %@ntly@tmg the area dry.
X
& o7, o <

Table 7.1.2-1: Act@ den&nal to&ty Jn fikrats @ @© < @
° INGN

9
0se@ T%mglcal@ D,{%atio of setdf death | LDs) (mg/kg bw)

W) ﬁn gs* .9 s1g1@ o aftey (days)
7 S; ©
Male |7 2000 & %0/0@ o @@ N > 2000
Femdle 20000 | 005 o1 O~ | - > 2000

* number of deadé%ﬁals?ﬁung@of animals a@th cligy njcal %gns/number of animals in the group
“ > S
Findings @ @Q @? ,© ©\ § g
€ O S S
- Mortalityg no death occﬁed S %:’Q @@@ @
- Clinicaf&igns: no chr@@al s@ Wer@)bse@ed \%
- Bod%;zvelghts the’t@wer%e to*nlog@l effé% on body weights or body weight gain related to the
testsgompound * @ S Q @
- Necropsy: no ggrticular findings %@e endlof the study.
& B
] N é@ S @
Conclusion & N N O
The de LD D55 Pof t G%I)@XA+PTZ EC 190 formulation was greater than 2000 mg/kg bw for rats.
O @
& S
dugjo the @’egu@ion (EC) No 1272/2008, the formulation is labeled as follows:

None @
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CP7.13 Inhalation toxicity

Acute inhalation testing with BIX+FXA+PTZ EC 190 has not been performed. Inhalation toggny@
testing with BIX+FXA+PTZ EC 190 is not triggered according to Regulation E%C) No 1107/@09 a§y’

well as COMMISSION REGULATION (EU) No 284/2013 because the neat uct &@ ©)
e isnota gas or liquefied gas, @ O\Q
e s not a smoke generating plant protection product or fumigant, % § § ©
* isnot to be used with fogging/misting equipment(’s) g*ﬁ y;\ KN é\”
e isnot a vapour releasing plant protection produc? Q@ @@ @\ v\g@
e isnot supplied in an aerosol dispenser, ’h Q) § ©© &©
[}
is not in a form of a powder or granules % taining a @mﬁ%mt pr@mo of pagtyCles

diameter < 50 pm (> 1 % on a weight b \ Q @ @ @}
is not to be applied from aircraft in cases here inha sur@ rel@ nt, §

e does not contain active substances \@3{1 \@ gessu%ﬁg 1 nd 1s§o b%used in

enclosed spaces such as Warehous% or gl@hou @7 @& o

Y
Furthermore, according to COMMISS@ R@@UL ION@U) %284&013 @an 1nh&at10n§§101ty
study only has to be conducted %é@ %, 68 the %c th@}éom@ﬁm@%rmul 1on) is

inhalable (i.e., particle or droplet si %n) d@grln N S %@)

<
e The product BIX+FX gl‘ @ 1 s ngt pp@ as Qr@ un@ted @duct% the fields.
Therefore, no partlcl respgra size of @’e neat prod@ can be forned d@g application.
e BIX+FXA+PTZ Eé@l 90ds appl& as e%hlgh]@?dllutéd spragg solution. Due to the intended
application rates @md dl@lon% e cofidentration of BI @ﬂ" g@ 190 in the spray
1

droplets in geneﬁl am@ynt to <1% K rreg@qdn@o §£ A> ofithe a@e ingredients in the

spray drople@ N
e Applyingt glC of th ent ebco@ms ON REGULATION (EU) No 284/2013
for inhalation to 1ty testm he Kactlczﬂ@se IX @\ 1:§§FZ EC 190, the inhalability
of BI XA TZ E& 19@§amo nts to <&\1 3 on duecto thexdilution of the product in the
spray&pluti Thls@s beléw thé&grlggez}alue thndl@ of an inhalation toxicity study
for lassificdtion p rpog'gs Furthe , singg’ it is unreghistic to assume that 100% of the
y droplets ]@ble @ iring sol drs <80 um; a value far below 10% can be
pected baséd on @easure sof (@)plet %ze d@rlbu‘uon for standard nozzles), an

addltlonal@%ty f&c origgiven. @« >

Based on the coﬁgld n al@e 0 rtlciﬁs%;o et sizg@stribution and the low inhalation toxicity
of the activey, mgr ntse 1xaf@> (L@O & ), fluoxastrobin (LC50 >5 mg/L) and
prothiocona¥ele (L O techgically attainable concentration) the product
BIX+FXA%PTZ EC 190 g and @belled with regard to inhalation toxicity.

Testing“ot the neat g%uct ofth mmﬂa&@ ion FXA+PTZ EC 200 showed moderate toxicity

aftersgcute inhalat] 338 toxicity is most likely caused by a co-formulant
contained in both produ (F)@+PT at ca. 45%, BIX+FXA+PTZ EC 190 at ca. 24%). As
acute inhalatioigdxicity data$or the €o- fo lant itself are not available, for BIX+FXA+PTZ EC 190
the ATEm;@ 4. 2%§/L beey ‘calculated using the formula for mixtures containing more than
10% of i dm&t} wi unk&?wn «goute toxicity. The ATEmix of 4.2 mg/L would require a
class1ﬁc cute ox1 Category 4 according to Regulation (EC) 1272/2008, although the
inhala J&a &s’g X+ EC 190 is considered to be below the threshold for inhalation toxicity
testi 101;1 ﬁwthe spray solution.

A%ordi@to the Regu ation (EC) 1272/2008, the test article should be labelled as follows:
Acute@& xicity Category4  H332 (harmful if inhaled)
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CP7.14 SKkin irritation

& &

Report: KCP 7.1.4/0 1 | R ; 2010; M-388107-01-1 @ v
Title: Bixafen+fluoxastrobin+prothioconazole EC 40+50+100 g/I@ cute skin , @ @

irritation/corrosion on rabbits S . <
Report No.: AT05952 N @\ %
Document No.: M-388107-01-1 © 9«
Guideline(s): OECD 404 (2002); EEC Directive 40/2008 @A Health Effe&\l‘es@ldel @

(OPPTS 870.2500), United States 712 C-9 6 (1998) .
Guideline deviation(s):  not specified Q § Q&©
GLP/GEP: yes %@ Q . & @ @

& N & Q & &

Material and Methods & iﬁ;a\
The formulation BIX+FXA+PTZ EC 190&a yelio t@d liquid @cch .*t ber 01 %0848)
contained the active ingredients bixafen (BYF 00589) at al co entrat @1 5 g°/L
certified by analysis), fluoxastrobin (H 72 IS0y, at t norm | co ntratlon of

g/L certified by analysis) and prothl@aazol\\(JA@476)§ th@aomlm co trat@n of g/L
(102.0 g/L certified by analysis). Q K "\g

One day before the test, the fur \? shom@n the\n%%d le s1d m tl@%ors§erai?rea of the
in

trunk of each of the rabbits. A single applicatjof to short fexnale a o rabbits of 0.5 ml
of the pure liquid test substa lied to the@(ln @al ynder a @ue h. The treated
skin area was approximateljvof §.cm”. I ark exposy e periQ f/%our@@ the dressing and patch

were removed and the tre@d areOwas @eful ashe w1th water@ @ %@

The individual findi of re@%@ skm@rea@@t the\v@rlo@ObSQQa‘flon\t&es are summarized in
Table 7.1.4-1. @

N) é °\® § o @© @ SN @

Table 7.1.4-1: Irl('gant ects oh thegikin (%gposu@\. 4 hoﬁs) §@ @

Animal © @% v\g@ DY AN @48 &7 720 | Mean | Response | Reversible

1 © N M{\@\\\? 5@5 @ou{rfi ¢ ;\@rs @cores (days)
9
. A Erythema (@dnes@ NS o%)© o 07 0.0 ] na
y O Q
and Es@r fortﬁaﬂon{ . S S
Oedefim Fo@hor@ (8% RS @Q 0.0 - na
dne§s SO RS K%
y | EQfhemalRtngsy 0 | &0 & 0 0.0 . na
&nd Eschar fo@tlo@ R & @
Q@(3¢.=,dem21 Fo?@aho@ K & Q 0 0.0 - na
SR 4
3 Erythergdifredugss)” ¢ o |0 0 0.0 i na
and Eschar fc@na‘uo@) Q

§

Oeggﬁla Fﬁr\mat@ 0 g 0 0 0.0 - na
Abbrev1a@9? \ N@osmve respofige: mean scores <2.3 = -

& @ &SIUV ponse© mean scores >2.3 = +
@ §y : n@applicable

Findin @

T@ we@@mo sys@mw@olerance reactions.
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Conclusion

Under our experimental conditions, the formulation BIX+FXA+PTZ EC 190 is not irritating @he@

skin.
Qb @® @
According to the Regulation (EC) No 1272/2008, the formulation is label& as follow& \Q
None %% @ \25@
© N < & N
X Q@ @g}g § %@ %@
Q)
CP7.1.5  Eye irritation o ~ S R &> &
% RVg & & 9 o
v VR 9O o @
Report: KCP715/01_B 010; 38§@-om\ @ 6\ AN
Title: Bixafen+fluoxastrobintgsothiogihazo C4%§0+1/L - Aoute ey irritatioh on
rabbits @) @& @ ('S o
o
Report No.: AT05951 3 .0 R s 9O & ¢
Document No.: M-388106-01-1 & > s > &% Qo
Guideline(s): OECD 405 (20 ,E]%%CTDire i% NQ\Z&OQO(@ EP A JYealt fect@estG elines
(OPPTS 870.2360); United Sées,ﬁl@xﬂ%g—@&gﬁ(l% @
Guideline deviation(s):  not specified,, S RN @ @Q O w\?@
GLP/GEP: yes & & S § @) Q (CIERAN
o & TS @S U
e & O A & S AN L9
Material and Methodsc, S @ Q- 9

D
The formulation BIX+°F§(A TZ EC%190 y W id liqg%iid (@ﬁch @mber: 2010-000848)
contained the active mg;redl 1xaf@n (BX@ 00 at-{he nominal ncentat of 40 g/L (41.50 g/L
certified by analysi ﬂuox trob@» E@6725:8~1S t the nomn@ conéentration of 50 g/L (51.71

g/L certified by and, ﬁazc&e (JA 76% th%noml@l concentration of 100 g/L
(102.0 g/L certifged b \a%nalysr&) §
The test was Started @ith oriof thick fer%ale all@no ra@ 1 ofgthe pure liquid test substance was

eyeball, &he lids were@entl ¢ld ggether for abput ong>secord in order to prevent loss of the test
comp%ﬂ The other%ye,., wHich remam@funt,re@ed sérved.as=control. The eye was not rinsed for at
least 24 hours foll@\ng 1@111a@‘1 As Ghe h@yr aft g\treatﬁ%nt no severe irritation was observed two
further rabbits w, tre%d as @crlbﬁg

placed intazghe conjunctival saé2of ore eyepdfter h@ving @enlled the lower lid away from the

%
g P
The individug) ﬁnd@gs ofé?e treat,ed s at the varigus observation times (re-classification of cornea
opacity an%con]unctlval § re (@d in le 7.1.5-1.
i 5
Table 5-1: Sumgiary &Q‘lta@ effeeg RS
\ Observations @ \ @h D@ 48h 72h Mean Reversible
Anln@“’l @ Q scores (days)
I@ N o (24-48-72h)
@gre@f cornéd opac@ Q 2 1 1.7 (+) 7
Q Irls©@ 0 0 0 0.0 () na
X
§ @essﬁjuncfﬁae 2 1 0 1.0 (-) 3
Q 4%hem051s conj§ztlvae 1 0 0 0.3(-) 2
&
Observations 24h 48h 72h Mean scores Reversible
Animal 2 (24-48-72h) (days)
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Degree of cornea opacity 2 2 1 1.7 (+) 7 .
Iris 1 0 0 0.3 (-) 2 @ ©©
Redness conjunctivae 2 1 0 1.0 (-) N 3 Q\ K
Chemosis conjunctivae 1 0 0 0.3(-) D 2 - ©®
D
S $ o
Observations 24h 48h @h Mean %%cres Reversible © é\ﬂ
Animal 3 V (24@ 72h) @S) NS @
Degree of cornea opacity 2 2 @% 1 &@7 ) é\a 14 Q\) § %
Tris 1 ] oo [Ro & © é@
Redness conjunctivae 2 9 . 1 ® 1\%—) Qy @\14 . w\:@ :§
Chemosis conjunctivae 1 D 0 @ @5’ &%3 g@@z @J@ 1 j
Animal 1, 1 hp.a.: test compoung adher co and c@yunctiva” Q N ‘
na = not apphcable w\?% @ H@ 0@ % @ @7 @
Response: Corneal opacity: q:ean SCMS @\<1 —Q@ @ >1°Q (+) S &3 = (++§
Iritis: & Cores w\g <l's(-), %, é&lﬁ ., Sls= @)
Conjunctival redness: m@l % @ = (@ @ ©
Conjunctlv dema ean scores < (—®\ S >2 é@ @? L
SRS o .
Findings Q@ & @ @ @ @Q & & é%
. & o S &
There were no relevant systemic i s.~ ler@ rea@%ons @ @ N 2
~ SRS
Conclusion N % & S 6@ o « &% @
Under our expenm@l con@ﬂon&ne f ula@ BI FXAQTZ 190%1,s irritating to eyes.
TS @“ X

Q § @
According to tl@%e&%&atlon@C) No 127@008 ‘the fon@nu‘@ @eled as follows:
Eye lrrltatlo® at. 3@ (C& es s&ous eye irr lon@

@’%

\
€ L < N
Ccp 7.1@ Skmns&%tlon@ S S \©
o S
@ N -
Report: 9 ég/m 7§:10 M@Xsm 01-1
Title: @ QBix + flfoxastrabih + p@t iocdiiiizole EC 40+50+100 g/L - Evaluation of

Q © paténtial %\ sensitizatiopin the@cal lymph node assay in the mouse
Report No S% f@ﬂ %

Docume M- 36@%01 XZ) §
Guldehn ) Q\ guideline 4 (29@
s PA GDPTS 26@(2003)
Gul%hne deviation(s): @t spe@ed
GLP/GEP: @° yes & &
ST} gf § N
& S &
Materla@nd h d@© @
The ﬁsgmul @ PTZ EC 190, a yellow turbid liquid (batch number: 2010-000848)
& actlv@f ients bixafen (BYF 00587) at the nominal concentration of 40 g/L (41.50 g/L
fied @f analysis), xastrobm (HEC 5725 E-ISO) at the nominal concentration of 50 g/L (51.71
g/L c@ed by analysis) and prothiconazole (JAU 6476) at the nominal concentration of 100 g/L
(102.0 g/L certified by analysis).
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Twenty-five female CBA/J mice were allocated to 5 groups of five animals each:
- three groups received the test substance at a concentration of 25%, 50% in vehicle or 100% @ @
- one positive control group received 30% alpha-Hexylcinnamaldehyde (CAS N° 101-86- 0
batch N°: MKAA2596) in vehicle,
- one control group received the vehicle, 1% Pluronic Acid L92® in water§ & ©®
N

<
The test substance and the vehicle were applied on external surfaces of &%h ear (25 ul@ar) § thr

SR,

consecutive days (Days 0, 1 and 2) at the appropriate cofi@entrations. Qg n Day 5, thes«@ﬂell p@*ﬁfera @
in the draining auricular lymph nodes was measured byb incorporat Q,? f tr1t1atedé¥y @ h e &
obtained values were used to calculate proliferation iices. < é\g Q § &
o Q %" 'S % <) &@
Findings Q& N @ ) \© & @@
TS D R
Table 7.1.2-1 Results of the proliferation assayy’ < % S RS
P & %@‘z? &’ ) é Q@\f %Q @d .
@ Stimjulati &
Group Ei;g%t Gm?l; Name @Q N § Index Vahies| (2
Number NN Q) ) §
@ N @ |\ Q %\ L (8D) IS
S LT RN T
1 < @ control N & -
i % q%.}leouS@gluror@» A01Q§[§92® @b @Q @@ \%
2 Bi)@l + Pluoxastf®bin rothl@bgna@’e ECO @Q &
“M0+50+100 g/L at 25% © 2

Jn 1% aiglicous Plurofiie Acid® S -2 ¢ (1.5)

3 Bixafen + %uoxas@biﬁmth@cona@m EC”\“40+5@QTOO©

% . S 59
@ ¢§n«@4 aqggous ®§§1@01d L@Z® O (2.1)

4 @mafe@ + Fl@xasg@m + Prothi na%% Ec<10+50@1 00

at 180% 6.6
©© [\©\ m&ln k%% aqy@%@gfs Rl\g%om(%@md I@@ (1.3)
RN SHCA%t 30%
\@ s %@n@que®s Plurhic 1@1d® 8.5
N & f(@ m@ S & (33)

No cutaneous rea@\n)s were ob ed kg%e @ncle g&fe ce control or treated groups.
The stimulation@nde %lue t thep est Substance We 2 (£1.5), 5.9 (#2.1) and 6.6 (£1.3) at
treatment conggntratiQn: )Q ;50 a@d 10@ res@ctwel@ﬁ
The stimulatfon indk v @ of th% po@ve c@trol alpha-Hexylcinnamaldehyde was 8.5 (+3.3) at a
treatment e%ncentratlon of 309 %
Positiv@mphoprollf@atlve@espor@es @3@were noted for BIX+FXA+PTZ EC 190 at all
concg@tratlons teste@ % @ @ \

& & 0 &

Conclusion N
@

&
The formu (@n E%F%F TZ$C @O was found to be a sensitizing formulation in the Local

Lymph N RS
ol S S
Acco@ e Re%ulatf@ (EC) No 1272/2008, the formulation is labeled as follows:
25

Sklgsenm@t@ ot ““ H317 (May cause an allergic skin reaction)
€ o

&
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CP7.1.7 Supplementary studies on the plant protection product @ S

Not applicable according to Commission Regulation (EU) No 284/2013. ° §
& & o

CP7.1.8 Supplementary studies for combinations of plant prdtéction prod%ct%\Q

As stipulated by Part A of Commission Regulation (EU) No 284/2013@9&1 requir@t@ntg for pla&t@
protection products) this point shall be considered case case. Whetlfer or not BI@X&NTZ @
190 is recommended for tank mixing may differ from country to counfry within tl@%ur@an @on. ©&
Hence, this point will be addressed in national adden@&, post EU re&@xoval. é\a Q @@ @q}

NI 2
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CP 7.2 Data on exposure TS
rmg§yio

The non-dietary risk assessment is presented for fluoxastrobin using the representative fo 1@§
Bixafen + Fluoxastrobin + Prothioconazole EC 190 (40+50+100 g/L), for thg use as fur@ide in
cereals. The formulation contains the active substance fluoxastrobin (50 g/{§Exposure i&estim@@
using the EFSA guidance on assessment of non-dietary exposure:

o

N
XN S & .o
) % S S
EFSA, 2014. Guidance on the assessment of expo@ﬁre of opes, workers, residentsSand N

bystanders in risk assessment for plant protectioroducts. @é\ Journal éﬁ% 4, )):387 4

55pp., doi:10.2903/j.efsa.2014.3874. & O s 9 SO
o & < @

The Standing Committee noted at their meetin, '%May 201&that f@@%he atute ri& aSS@smen@%e

derivation of the corresponding toxicological referen%yalug@Ang) is é@ﬂl ou ndil,n\év N

Following the noting at the Standing Comnfittee tin@ﬁ Ma@the @mmi@ion have pu%ished a
guidance® on the implementation of EFS;%’S I}O&ie%@ exp()@lre 1dan@docu1@nt ch @tes
that the EFSA guidance will apply to a@%ﬂica@}ls suhr itte(ﬁrom& anudsy 2016, However, § the

a
approval of active substances under @eg@iﬁﬁion %@) &&1107/@)09@@} a@ ris@sses®qent is

7o

currently not required. &@Q %ﬁox \@ § \@%’ § @@ §y %@)

Endpoints relevant for risk asse s%nt: 9 9 o § © © (AN
EONSEE A IR B

AOEL.: N S S N &@ \@ . Q

The Review Repdt for é%ox obin8ANCO/392 L/07-?2§ Jal@ry 2007) is considered to

provide the releVant Scientific” infofmati or @ review of\the @duc‘[. An AOEL of

0.03 mg/kg b@@ wtab&%ﬂed és g a§%f 0. © & N

Dermal absorptiond¥ S § & o ©© @
N v N N 9 Q

Dermaé%sor@on was evatuated @ﬁh thelrepreseritativeN

humatskin Qs a &@llt of the stisdy co@ﬁcte % ;

the@allowm% dermal gzg@rptu% VéllL@ are uged f%the r assessment based on the critical

SRR KN
o 1%for the'soncentrate (@g%a.s’s@ §\

o 9%for an Ihte iatésdose (@ g a.& S
o f0% f@ lowédose (0512 Q%-/L)Q N
For ils £@© CP’@@ °\@ \© °\© ©
IS o O

Shttp://ec.europa.eu/food/plant/pesticides/approval_active_substances/guidance_documents/docs/pesticides_appr
oval-active_guidance 2015-10832.pdf
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CP7.2.1 Operator exposure @
The EFSA guidance on assessment of non-dietary exposure is used. The critical GAP (CG& fog@g
operator risk assessment is presented in the table below. S
S
@ < O\Q
Table 7.2.1-1 Ciritical GAP for operator exposure evaluations % § § &
y <
Crop F/ | Application method Application@ Spray@lume D@‘lal @rpti(@ &@
G kg a.s./ha a @ S
(ke ! x@ ) P S0
Wheat, rye, . N Q g < O
triticale, oats F Field crop sprayer 75 10%@)0 o 10%) @
< @ %
Barle F Field crop sprayer C& 0. %0 3 N %0"/
: ﬁ@w@mg
F = field; G = greenhouse % @' (@) @

The product will be applied with tracté @ -mmﬁﬁed/- led @d c@pﬁbo s ers@ he c P in
wheat, rye, triticale and oats results i iyl He h@st exposur fue te the hi a@lca‘c rate. Separate
calculations for the use in barley ar@@lere ese% tl@’ d @r ©

@

R

A summary of the exposure estltes @sultn@g fro he cal (@P @@%ese ffed in"the following
table. Further information @mpu%\ﬁpara ters A :Qﬁculat t arg presented in
CP72.1.1. ©
@ & @ . <2
NS o
Summary , K 9 S )
SIS SIS & @
S &S S @
Table 7.2.1-2: P cte&pem{ﬁ% exposureto flu { str
@‘/ . Q. N G CSyste ﬁ sure % of AOEL
Crops @f @ppl&@mﬂ mgh(& P\@E § ay) (0.03 mg/kg bw/day)
S PR
Whez@rye, @K/ehi&l%no%ted/ > 1\50© % N 38 13
triticale, oats F ®ra116ﬁboon@pray
@\ f\ @uhz © 2y 0.0004 1

&
I'No PPE: @Cotto@y orklr@cover@, no gl@es (o3
2With PPE: “Q In addix 1on rl?ﬁag coveeall pr%@tlve %Ves are worn during mixing/loading and when getting
% into contac 1th ‘minat urfa@j

%
S N N 9
Assessment %, @ N v @ <
Exposure of op@ators W@éﬂ]@ wogking CQQrall but working with bare hands is 13% of the AOEL.

Exposure of opcrators wea in %@?ﬁhtlor@orotectlve gloves during mixing/loading and when getting
nto contac@th coytdmimated suﬁ‘“éces@@ 1% of the AOEL.

X
& & ¢
Concﬁﬁm § % N
S VLS
B@ 0r§@ese fa oura@ exposure estimates there is no unacceptable risk anticipated for operators
with r@ to exposure to fluoxastrobin.
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CP 7.2.1.1 Estimation of operator exposure

o

Exposure estimations are made using the EFSA guidance on the assessment of exposure of opeégors@
including the EFSA calculator’ (version: 20 Mar 2015). Q\

The product is applied using field crop sprayers in arable crops (cereals). Expﬁure is calcuﬁated b&
on the cGAP for wheat, rye, triticale and oats (see Table 7.2.1-1). Q \ %

Q)
A summary of the input parameters and the exposure (@put resultm@ﬁrom the EF’&A caig%)ato@
presented below. v @ @ &@
@Q TS o
LN

QS
Q S

Table 7.2.1.1-1: Summary of operator exposure ct%@f]uoxastrob@ PRI & @) &@

@ @Q %

*\g
No PPE: Work wear: arms, body and legered @ N g

R
Substance Fluoxastrobin Formulation = Soluble concentrafes, Ap%?@flon ra@6875ngpraydil 087@5/| Va;ﬁnpressure low

emulsifiable concentrate, etc. . @ volatile s ances °
% ?@'\9 @© Q@' 6 @mvm@ur pl’e
° @ of <5*38:3Pa @
Scenario Cereals / Outdoor / Downward spraymg/VehQ moun% \ (& %f@}: 213\@ ég Number appli ns =2,
o @ cation al =14
SIS
& K 8 & O .

Percentage Dermal for product =1 Dermalforlnu&i/luatlor@m wral 10

Absoprtion Q c D @ ® a
RVNAS 0.03 mg/kg bw/day @ N J @’/ va/\@ @U) ((%&ng/kg bv@ay @ «
(@N
DFR 3puga.s./cm2 per kg AN N DT50 < @\XSOda Q
a.s./ha 2 \JQ & & &, ° % &
o > @ o N 9
Operator Model O\M‘Pf(ing loading and a@cation@/\ & ©% o %@

D
Potential Longer term systemic exposul@kg bw@y @ @@ﬂ @ K % of RVNAS @b 20.28%
exposure v\” @ O S Q N -

Acute system@ost&:g)ﬁgbw@ @@ Q\\Olol;?@ @;Z“ @VAA;@K __
Mixing and Loading ves = Clof Worl ar PE=Non Soluble bags =No
@ o \ ar ody a S &
S A N oy et OO
Application @ @@ C:;\:g@:No ) K @L?::hm§§::;kl\;v§ RP@None Closed cabin =No
@ @ @\% b\ cove@ @ Kg}?
xposure \\Kon er term syste Xposu % 0 .78%
(Empdumngég%@ gert yt;@@p &@/kgbv@ . é@ss Q@ O o % of RVNAS 12.78%
options above) Acutesystu@@@posurw@kgbw@ @ C(Z;a 002]& ©$ % of RVAAS
%) R
SRS IS s S
OO S 5D
AN SRS %’Q & @
@7 .9 QQ @ @ "\%
i AN N A0 L9
N (g @\ R Q
@" s O Q
@ Q% @gy v\j\a Q@Q
NN
O Q
< @ N

7 http://www.efsa.europa.eu/en/efsajournal/pub/3874http://www.efsa.europa.eu/en/efsajournal/do
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With PPE: Gloves during mixing/loading and when getting in contact with contaminated surfaces
work wear: arms, body and legs covered
Substance Fluoxastrobin Formulation =Soluble concentrates,  Application rate-0.0875 kg Spray dilution=0.875ga.s./l Vapour pressurNow @i§
emulsifiable concentrate, etc. a.s./ha volatile sub%
@ having a v{gy pres e
@ of <5*16&3Pa
Scenario Cereals / Outdoor / Downward spraying / Vehicle-mounted Buffer=2-3 007 Number applic o% 2,
% |on m&l 14 L
V= @\9 °
Percentage Dermal for product =1 Dermal for in use diluation =10 Oral =100 U Inhal =100 LA %
Absoprtion v @7@ @ @
RVNAS 0.03 mg/kg bw/day RVA bw/day N @
i " S Q&
DFR 3pga.s./cm2 perkg D% @Odays . @
a.s./ha > @) f& & © &
o:d \@) N
Operator Model Mixing, loading and application AOEM ® N
Cq ° @ ‘2’\\\ @ 6 © >

Potential Longer term systemic exposure mg/kg bw/day @ 0. 0@ Ro &/ % of RV!\@?’
exposure @ @
Acute systemic exposure mg/kg bw/day % @431 © Y %of RVAAS @ @ &I/ @
o

9
U,

Mixing and Loading Gloves =Yes Clot =Work \A@ ﬁ\l\lonce Soluble bags
@ °\\ armh@%dy and fhgs & AN éﬁ v ©>$
SRR ST «E"? & &
Application Gloves =Yes ® hing =, k wear Q7 RPE ne osed ¢ghin =No
& @ \rms bo&nd Ieg@ @@ @Q §1 W\:%
Q @D @)) cover@ C\ @) ®§Q> U@ N
Exposure Longer term systemic exposure kg bw/&% Q6 % of RVN .34%
(including PPE @r@ A ’# &@ - @ é
options above) “Acite systemic exposure mé’?kg bw/(ta\\ @ &0 .0078 & % QWAAS @
@3 @ N Y N N 7
TS e SO TS

@ ©
CP 7.2.1.2 Mea@%em@ off@%erator ex@ug&\ é C& Q\Q

Since the exposu@ stl e cgn@i ?@ndlcate tha:@e L V&lll not g exceeded under practical
conditions of ugcy'a t0@ 0V1de a m& ure, of opesgfor gosur%@vas not necessary and was

therefore not @‘wd K g@&a& @@ @
@
v

‘?\9
& @@@ S 7
h NENFO IR §©
FrFLSE S
5 & & & .~ S
VS LTSS
o O ¢ .9 o O @
©©©©\\Q\@\©
= § g 2L
@7 2 @@o%
s &S
> %@@Q@’Q@@
o v o O
@%
& TS0
% Q
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CP7.2.2 Bystander and resident exposure Ty
The EFSA guidance on assessment of non-dietary exposure is used. Exposure estimations:{o th
resident scenario which also covers the bystander scenario are provided using tlitg, EFSA calc r. S
The critical GAP (cGAP) for resident/bystander risk assessment is presented @@F able 7.2.2—% O\Q
9
@\’% \@ 2 &
Table 7.2.2-1: Summary of critical GAPs for reside-&covers by(%@%der) g}’ Q\ @ &@
Q@
Crop Application | Max. dose Spray ax conc. of Max | Min. &ray Q\y De 1 ©
technique rate volume in spray éo. of ing, al < abs@yption@)
(kg a.s./ha) (L/ha) %" (g/L) ap W@ays) © ey (Y0) (0§
Wheat’ % @@Q @@' &%\ 6%@ @6 N % 2§
i o
rye, | Fielderop | geg5 | 109500 L O0875L P 2 S AN % o
triticale, sprayer v Q IS ©) @
oats RN \\ [} O
N = @<~ 1S B S
> D 2.
@Q . O X w § § &
y N A LS
The critical bystander and residefip exposure %enarl or figld cropspray, phc@%n w@h off-target
drift is the use in wheat, rye, ogts andsritcale@Z x 0 751@5./ in 100> w&?r). §Z\Xtith this use the
highest application rate is coihbinedwith lowest watés voluf yiddging the high@st concentration

of a.s. in the spray. Conse%lently 0 a@pﬁa@derm@ﬂ absorptio
§ to lpwer a@pli
6@” .

Separate calculations foisthe use in barf@y -
not presented in this dagsier. &

SN
posure esti tesultingbfromﬁe crtical G@’ is &esented in the following
é@d gsA @ku output are presented in

&

A summary of th
table. Further infp

CP7.22.1.

©

Sy o

rm&t@n o{x

@)

)

inputparameters.
&

O

&

cati

)

@)

Off rat
N

@
X

Ko
N

@ta g@seg\;}@
es = arerefore covered and

N
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Summary .
Table 7.2.2-2: Predicted systemic exposures to fluoxastrobin \@ §
g B &
Total systemic
Target group Scenario exposure @§ © O;A)n?f&b L§)
(mg/kg bw/dayys | (V03 ke PHERY) |
Spray drift Fy 0.0021° NS
Vapour X 0.0@ @9 D) @ g
e & S O ARSI S
Resident-child Surface deposits ¢, 04003 ® Q1 QO A
Entry into treated((%ﬁs %0@@ Qﬁ & 8 @}
Allpathways o0 | <7 00043 T | & T o0
Spray drift %w (@) m@)%ﬁ@ o S 2@% < °
O
Vﬂ@p r °\ \ %\b()@&g _ (@Q @ §@
Resident-adult Surfdce d(iposits%@ S 00001 Ny f@Q é\g <1Q
¥ Q
Er&gnto %tedoq%p% \}%00&1@ N &y o R
| g Aty O] O 0die 1O [ s
* Assumes a 60 kg body we1gh£j@s an adylt a%o kg f6Pa chikd @% o ©)
N O N %
© O & & ST
Assessment S @ § > L > o Ny
S g & ¥ O S
2”\? o o
Mean estimates ox@ll patfiva adgt angs\hild s@%ident@xpo@e to@oxastrobin are 5% and
14% of the AOE spevely.@ & @© @ @
AN T 9 N NS
O NS N Y
S S &Ly &S
C RS SN NN S @
onclusion RN % A N @@ N
Based oy these fav ble@po estit@ate@her ne\@;lacceptable risk anticipated for
reside ystanders with re to ex 051{@‘[0 flGoxastrdbin. ., ©
> O OO Ry
ST
9 & @ > . @b
@ @Q @© @) ©\ § @
CP 7.2.2.1°9 Estiwatign of byst i resident
stirha 0 @ a-@er al@;}res@n exposure

Exposur %timations ue masin@%e
includir&e EFSA @]culate VeQiOI’li 2%

Th&g%duct is applied usfde’ fi 2

sl elé@rop@ray
on the cGAP fO@wheat, e, t&i@i&ale@a‘cs (sec’Table 7.2.2-1).

the\ i%p%ut @me@ an t%e exposure output resulting from t
$ S

S
O
S

ar@S).

N

A summary
presented

A .
%@A gnce on the assessment of exposure of residents

n arable crops (cereals). Exposure is calculated based

he EFSA calculator is
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Table 7.2.2.1-1: Summary of resident exposure to fluoxastrobin
:°
Substance Fluoxastrobin Formulation =Soluble concentrates,  Application rate-0.0875 kg Spray dilution=0.875ga.s./| Vapour pressuri @
emulsifiable concentrate, etc. a.s. /ha volatile subs @
having ava ressure §j
O of <5*10-363) A
Scenario Cereals / Outdoor / Downward spraying / Vehicle-mounted Buffer=2-3 @K Number‘gagplicati 2),/
Application inté@l =14
= e 2
Percentage Dermal for product=1 Dermal forin use diluation=9 Oral =100 Inhalatjoi 100 A °
Absoprtion @ é g;\a \\ @§
RVNAS 0.03 mg/kg bw/day RVAAS ?@ bw/day @ @J (5\”\9 ©&
Q (@
DFR 3uga.s./cm2 perkg DT 30days Q @
a.s./ha ;@ ((% Q @ < (@) &@
Resident - child S| drift (75th til /kg bw/d 1 % of S .10%
esident - chi pray drift ( percentile) mg/kg bw/day @}@0 o @@A Q ) @ o @
Vapour (75th percentile) mg/kg bw/day ~0.0011 @ o/S%gRVNAS @ %\ 3.57%V @
Surface deposits (75th percentile) mg/kg bw/day f\k:\% 0.0P(W N &"o f RVN @ 1.07%
Entry into treated crops (75th percentile) mg/kg bw\iﬁ/ay QQEJ% @ @@’% of R‘@g ‘o7 Q64°o % o
T e @ Q o O & &
All pathways (mean) mg/kg bw/da 0.0043 % VNAS 14.36%
e RN R S e L M <
Resident - adult Spray drift (75th percentile) mg/kg bw/d 2 0.00 of RV @%
S : [(@ & w R \\? A %) i Q
apour (75th percentile) mg/kg bw/t@ K @‘302 %\’ @ % ofgﬁis @ d6@774 &
3 52,
Surface deposits (75th percentil@g/kg bw/dégr ~%.000 @ %/@VNAS @ @ o_31%§9”
D 3
Entry into treated crops (75th perc&tile) r@kg bw/ég@ 0.0(@9) @b @W RVN@%) ©\JJ 4.24%
«\?@ W > P Q &
All pathways (mean) mg/g bw/day § |, 00016 . % of KAAs % .18%
& Q @@ @ @ @ y\?@
B
CP7.2.2.2 Measureme@of %stan§ aesu@t e&posuré& §

v
Since the exposur@mate@am@out @1cat§1at

conditions of us to &@nd rneasure s1
therefore not ca@%d .g‘ Q} §
& @ . g@& @6 S)
@ 9 SN b\ @ @
S @?’ <& & & N
A K SRS 0
§ NS \@ > & @§
9 & @ > & o
o N G S O o
Q@ O &N AN A
Y S K 9 D
3 R
) @ o
@7 °N Q @ N\
Q N S0
N N S I & &
S A o O
& A g N
§IE Vo
O
y S oo S
SR ®
{x’ O @ o

AOEI@Wﬂl@ot be&axceeded under practical
e)q@sure @@s not necessary and was
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CP7.23 Worker exposure
The EFSA guidance on assessment of non-dietary exposure is used. The critical GAP (cG&@fog@g
worker risk assessment is presented in Table 7.2.3-1. S
& N
Table 7.2.3-1 Ciritical GAP for worker exposure evaluations @ @
Q¢ %)
% v ° 9, \Q %
Crop F/ Re-entry Application @umber of s Min. spra \]}erm§§
G activity rate appllcatlm@ interv §s¢@on ¢
kg a.s./h d
(kgas e%)@x @ ( i§ - Q & N
@° &
50 2
tete s | | ogucion | 005 SIS R
' P N 9] > X f(\b | A
F = field; G = greenhouse Q %@ Q) ] @@ @ & .

~)
v @ K Q (S
‘&% S \ > @7 @
The product will be applied with trao@% m \ed/ tailed field c@%gﬁn) tﬁyer§ P in
er
fer.

cereals is wheat, rye, oats and tritic@resx gi h@est osu plication
rate. Separate calculations for the 1fse in béagtey ar%»there%re ngwres

@
No manual activities are necesgary f%%am@%ﬁm ghe cr@ Hatvesti H)Q f g%ls is performed by
appropriate machines. Henceg%re ‘is In @eral n¢’scendrio fog,which worker’expgsjire needs to be

addressed. However, for field @equl \- to agsess worker® prosu@ duq@to crop inspection

activities. The work durgt@l is p @5 Q\ ou& per day. § @ S

A summary of the exposure @%ma@; resd@mg @@ﬁl the@rltl P is pre@lted in the followmg

table. Further infogation@n @ut p@ame‘@ alg\ﬁ FSAcal tor Q\utput are presented in
ES &

CP7.2.3.1. @
. Q @
RN S & <

N

Summary ©© @,@6 7, © K@j @9 @b ©§ @
N 73 X

SHKS; o

o\ Lo R \
Table @3-2: Predi@%i W(@?ﬂ ex@su@{o ﬂ@?astmﬁn\©

Cr E§ e &othl@ &yst ic exposure % of AOEL
ops (@) tlv @scen\%o 3 %@ kg bw/day) (0.03 mg/kg bw/day)
%

@ C

Whpgt, rg, %ro @ Ig\ﬁ@\lot%@ @é 0.0189 63
trlg:@ F %Spec@)n Arms S
%, N % @ le%@&ovggg

&
Assessmen \% gj
Y

Exposurcéf @ WO r.* s to@ﬁoxastrobm (wearing no clothing) is 63% of the AOEL. Exposure of
Q!

0.0021 7

worker@vear oneu%lyer @ork clothing is 7% of the AOEL.
S G
Qﬁ % >
Coriclu

Based on these favourable exposure estimates no unacceptable risk is anticipated for workers with
regard to exposure to fluoxastrobin.
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CP 7.23.1 Estimation of worker exposure

o

Exposure estimations are made using the EFSA guidance on the assessment of exposure of W&ers@
including the EFSA calculator (version: 20 Mar 2015).

S
o . . &>
The product is applied using field crop sprayers in arable crops (cereals). Exre is calcufated I@@
on the cGAP for wheat, rye, triticale and oats (see Table 7.2.3-1). @

. ) Q)
A summary of the input parameters and the exposure (@put resultm@ﬁrom the EFSA calg%)ator@y
DN @
presented below. N Q@ G © @ A
@ X
ST S S
Table 7.2.3.1-1: Summary of worker exposure t oxastrobi . © @
: S N T
Substance Fluoxastrobin Formulation = Soluble concentrates; pplication rate-0. kg Spray@ilution =0.875 g as./="Vapou ssure =
emulsifiable concentrate, etc. @Z;. /ha N @’ P\ 6 vcila%substa§
% @ Y R @ ha\?ﬂzgavapoﬁgressure
O ‘\9@ \\3\9 f§ @@ @y °f<5*m3§bc
Scenario Cereals / Outdoor / Downward spraying / Vehicle-mqounted Y Buffer &3 umber ationg=2,
%% o\@j \@ Q % @@ @ppli@ntew@mﬁ&m
SN o S S S .
Percentage Dermal for product =1 Dermal forin use djlgétion = Ogal =100 o, halatidfg 100 N
Absoprtion & é Q\ @%\79 @ @ /§ &
7
RVNAS 0.03 mg/kg bw/day & 73 %VAAS(} RS N n\;?\ﬁw/g@@ @Q N
DFR 3puga.s./cm2 perkg p150 O 30days N
a.s./ha @ %Z\@ @()@ @ @7@ & @ @
A o oy Q 4 ©
Worker - Potential exposure mg/kg bw\@%y @ . 0.0189 &w % of I@AS 22.84%
1 tion, - - \) 1§ 5 4 o
i:rsigp:tcic::n Working clothing mg/kg bw/day @ @ [(@).0021 0 @VNAS{(\\ @ 7.04%
Working clothing and gteves mg/kg bw/day & N @ “D¥of RVNAS @
= 2 ©§ V@ Q& © S
TS e §,° 0
S . @D
CP 7.2.3.2 @ﬁas fementof worker expo Q 9 @
Weinerfof witkertpot § (&

Since the ex re mat@arrie®0u'[ Q@catg%&laAO Wﬂ@lot be exceeded under practical
QY
.@@."

conditions %f use, @’studv?ﬂto myvid& megsure orke exure was not necessary and was
thereforenot carried oyk @a @7 o Q@ (g
AS @O o O %

/©/

PSS
9 & RS ©©
o N F.C & O @
A N
S\ L 4+ 9 @
2 S @ o
& SRR &@@\
S @ﬂ&@\ O
@%
@&\%%é@@@f
% Q
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CP73 Dermal adsorption @ S
ooIm

The extent of dermal absorption of Fluoxastrobin formulated as an EC 190 (Bixafen + Fluoxas ﬁg§
Prothioconazole EC 190) formulation was investigated in vitro using human skjn. A sumg;@of e
study is given in the following along with the mean values based on the St@ results and\follo

1

application of the new EFSA® guidance rules. A conclusion and recomme on regardl@ the@nnal
absorption of Fluoxastrobin formulated as a spray dilution of an EC 190 ; %Jven below
\
T & ) & o
Report: Kkcp 7.3/01 | NEEEEEB; 2014; M-486361-0 éa é
Title: The in vitro percutaneous abso@n of radiolake ed ﬂuoxash@in in f@ cond@ntratey,
bixafen+ fluoxastrobint+ proths conazole EC ‘@O fm@ulatlnd two iIn- usg%pra&@
dilutions through human skity NG \ @
Report No.: 34838 o Q@j w\?\ D §
Document No.: M-486361-01-1 S @ AN > S 0
Guideline(s): OECD Guideline for, the tes %&g 1ca @ v é % &’
Skin Absorption I ril 2063). @7 @
OECD Environmep al H%Qlt afet %\bh EQ on é\a . §
Testing and A mentIN° 2 da C ent the & Q
Conduct of SigrAbserption @dws@arch&O@ > @ &
EFSA Pan@n Plan@f’rote&ion Y%ﬁlct thm@emd N 2,
(PPR): Gui nce@l Derl@l Ab@ tlon SA@ma&@lzz @Q ~
10(4)%@35 Q D &
Guideline deviation(s):  nones_ &@ .9 & @)
GLP/GEP: ye@) & §9 §® g @ @ y\?@
9 &S @“ o @
S 6 & ¥ .0 ~9

Material and metho@%ﬂ @

. N .
O RN
uman skin: £ ®um%, UK
§© @ \N;a@ber a'?*“gx@?don%% ;§Ie 9 @ale

& A ton@a re%on ast& domen v\,

& &hw@ @to 400 un@@ @ &

Test Material: A % @ Q\
@ Q N
Non-radiolabell %atc}@AE @864@%0 1@@ O(@
@ ul®y 99@% @ @
Q & \ ™
Radiolabelied: [@eth imi lyl- @%g -Ukz™C]-fluoxastrobin.

& @Bath KML%%S@ \%
%o %1&0 @twl 7 @q/mg

N
@° @adl@%n%@f the rmulatlon >98%.

gIE -

Formulatj Q @16 f@hulatio@n used in this experiment was the BIX+FXA+PTZ EC 190
< Q@ % fo@aﬁon (specification number 1020000123924 containing bixafen (40
@@’ @@ @§ Q%%)’ fluoxastrobin (50 g/L) and prothioconazole (100 g/L). It was used at

Q é@ minal concentrations of Fluoxastrobin of 50 g/L, 0.95 g/L and 0.12 g/L.

&

8 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] do0i:10.2903/j.efsa.2012.2665.
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Test system: An automated flow-through diffusion cell apparatus (

_ UK) was used. The flow- @rough diffusis

were placed in a manifold heated via a circulating wgter bath set fo maiftain
the skin surface temperature at 32°C + 1°C. Tke cells were @)nne@d t
multi-channel peristaltic pumps _from their aff@;;e t ports wit @the @ce 1@‘&{9
fluid effluent dropping via ﬁ@bore tubln@ into scn‘i‘%ﬁlon \g,a s

fraction collector. The surface’ area of exp@sed skin in cel was &
0.64 cm?. The receptor cha@er volume was 0. 25 rnL @he pe@taltl@ %
were adjusted to maintai :\ ow-rate of {5 m mLA.

The receptor fluid Qy s tissue Q}eulmr@ med1 @ntalﬁﬁqg

(ca 6%, w/v), ghucose ¢t 1%5W/v); s&r@ﬁto@cm @“1 mg/gmL)
penicillin G (100 u@ts/]&@) a@ﬁ so m @e ©.01%, w/v The

receptor fluid was de@ss @y so cat n for@sa 10 ftin &fr being
made and wasétore&m rlg& or & 0s @ nt@aa t@pera@e of
4°C prior te 01331’16 stw y Q\ @9 @ @9

Skin integrity: Sections @f split@hickness skitr me rane@a 1 , wgﬁr% cut and
positionedSon the recéptor be @1fft§®n ce whic"hb contained a

mag stui:ér bar. Phe dppor ¢ @hbe@?as tightenedynto %;gce with screws
andithe prepared Cells were then place the@eategl@mamfo and connected
C@jhe pepistalti&y pu A @gne‘uc st1 @swﬂc@d on to mix the
“sontents of thé%ece ber. {A&h eqﬁﬁhbragﬁ d of ca 15 min was
«x\gallo while rece@or Q) d through t&@eceptor chambers at
@L/h@ .15 @l/h. §h uent Was tlgn collected for ca 30 min and
§ aqu ‘Ql\ﬂ samples&ﬂ un t@ tritighed water barrier integrity
©\assess@entex \ @ @ N

<
©© @J@ g\{ﬂ@ted Water (*%Q% I@?a 1 jSinteggations per minute [d.p.m.]) was
2 applied ¢ the rfac Qof ead@fskl samp nd the donor chamber occluded.
S ene&;@l r1t1ate w was;bl"sesseg y collecting receptor fluid for 1 h
N
A @ and %alysmg th@vampl@oy liGuid s {rtillation counting. The mean d.p.m.
@ aﬁp\fled @ the @tlate@\va‘[é&was edlculated from the mock tritiated water
% taka&}t t @ime §¢ dos@g The percentage absorption was then
Q alc eac @plem the 1 h receptor fluid sample collected.
éﬁhum@ skin~sampl biting absorption greater than 0.6% of the

@
% @)he ﬁ Q% subsequent absorption measurements. At the

end e%miual tritiated water was removed from the skin

@ surfac he SkQ urfa@ was then rinsed with water and dried with tissue
\‘?\, %, T. A@’eq ratigivperiod of ca 2.25 h was allowed prior to collection of
fre pr@ose sample @hich was collected for ca 0.5 h.
@

Treatment: & %% T est P@parat@n was applied over the surface of the stratum corneum of
@ N ot arnples of &in using a positive displacement pipette set to deliver 6.4 uL
@& é’ @@0 W o accurately quantify the concentration of test preparation
S Q@ to the skin samples, representative aliquots of the test preparation
<\a S @ taken at the time of dosing. These samples were mixed with
Q@ @@@ o thanol scintillant (1:5, v/v; 12 mL) and analysed by liquid scintillation

$ counting.
Sampliirg: The absorption of the radiolabelled test item was assessed by collection of

receptor fluid in hourly fractions from O to 8 h post dose and then 2 hourly
fractions from 8 to 24 h post dose. All receptor fluid samples were mixed
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with scintillation fluid (10 mL) and analysed by liquid scintillation counting.

At 8 h post dose, the cells were washed by applying commercial hagd@%sh @b
soap (50 pL) to each skin sample and gently rubbing into the ski rfacél’
using a tissue swab. The skin was then washed withﬁé aliquots (&@ mL %r

aliquot) of an aqueous commercial soap solution (2%v/v). \

At 24 h post dose, each diffusion cell was di connected frm@@the eeceptor 2
fluid pump lines. The undersid€of the skin was rinsed (re@tor Thse) Wl @
receptor fluid (ca 1.5 mL) ©

The stratum corneum Wa@emoved WHJ; 20 succe@y}?e taﬁ@ stri
Scotch™ Magic Tape) 1nd1v1duall3%lac@§ intqQ O sc1nt11 t V@
containing methanol:scigfillation ﬂu11 5, V@ 12 mD). \

Radioassay: All samples, excepéfor t ted;q\%aterg%m coun%d fory%" min
together with re resent tive blanks 1qu1d s01 nal yser

(Packard 2100- utom ue ch%orrec by exter Ltﬁ
mple co ates

Representatw %lanlg %&mpl@&alue ere
to give net «m m, €p\@r sa

ior t%anal @ e allobved to
stabilise V&l@ re%d to i 1 t @ Th@ riti watéy samples

were tre@d %a ove, exce@ that@ﬁey Lé:éct te) qu&{%cmtlllatmn

countigg for lo\g in ofiy. @ $ QO
@ R (SN
Findings: & . @ % @ @ ©
The Fluoxastrobin was de@onstr@d t%ﬁ su§1ent§ solu%g in thg?ecep@ ﬂ@% avoid any risk of
back diffusion. % @
Measurements of ‘gy@omog@nel@f the@hree @me@lom Q for&la‘uo@g applied indicated that it
was acceptable. % @ g @
Th din N N AN
e study resu@re @sen‘ce n Ta@le 7. (»@ & § o
& &) % N Q X
° Lo R @ @
> o O & SIS
I ¢ & o g
§§D s éﬁ °\© 6&’ & ©§
@ 9O g © o O %
VOO & D
SRS ,%Q & @
=) O @ %o
@7 °\@ Q @ D
“ T a8 s
S ST RS
@ &@ &©
@%
s A &S R
@ < Q & ©@
N
@ (RN
S O
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Table 7.3-1: Mean distribution of radioactivity at 24 hours after dose application of ['*C]- Fluoxastrobin in
an EC 190formulation at the rates of 50 g/L, 0.9 g/L and 0.12 g/L to human skin samples. §f @

Results expressed in terms of percentage of applied radioactivi & ©
Distribution of radioactivity (‘V@ge) < O %
Neat formulation: Dilution: IntermediatefQ) o
High dose dose % Dilution; do@\ &
Dose Levels (50 g/L) (0.9 g/L) OIPYL) D" |«
Species Human (n=10) (9 Human (n=9) Human (n=1DY
Mean | SD Mean | ~ARD Medw) | SOSD oV
SURFACE COMRARTMENT _ © SEES
Skin swabs (total)® 94.72 270 87.74 ~p  5.20 ®6.56 4310 @Q}
Surface Dose (1% two tape-strips) 0.22 050 1.77 &0 1.858 1.00
Donor chamber 0.34 0@14 128, |, Y12 IQN .93 -~y
Total % non-absorbed 95.28 2.68. ] 9092 3.45°0 ,s@% 375
SKI MP&ARTMENT & QD
Skin 0.30 850 22197 633 264 @ °
Stratum corneum °© O&fﬁ o 0711 3,60 238 AN 3.73 {22
Total % at dose site 0.27N | 5 k& Y278 A37 3.09
N%m@im CMARE&M‘ENRU N 0
Total % directly absorbed ¢ &”)Kﬂ 'S NS 0.55Q @%% SITRY (%4 7
STUDY:
Total % Potentially Absorbable ® Q 059 @ 028 O ﬁ 1© 2.@5@@ ,@QI °<\93.08
TOTAL % RECOVERY @ | %96.08 2.9 @706 & 2.09 [p97.11¢] 236
Tf\ Evahatmé@ccorimg to EFSA Guu@mce @)) - O
absorption >75% within half of R
i study duration © S) WQ Y i MQ @ % No
standard deviation >25% § 2 N Yes %y N Yes
recovery <85% @ Y19 No © {7 ~AINO ¢, o D No
adju; > S b

Total % Potenje@@\s‘ Abs\qrbable§ Q@ 1 > (\Q @ & 10

a: sum gfPadioactiVity fgunrd in sw%s ag 8hvand 2"4@ L@
b su radl%twlty fotind ifkgkin a pe-stiippin rocedu d in Eﬁ;u“roundmg skin.
@-sm%@ccludl@numb@ 1 &&w ich coﬁedt non- orbed dose.

a. sum of r. 1oact1\37\ﬁw fougd in recgptor fli eceptor fluid t@mmal and receptor chamber.

@ total % dlreet@/ abson% + to, o at d 51te
&@ f values con@@ﬁred f e adj Total % Pg -\« 1a11¥:;®sorb® according to EFSA are in bold

Italics

&, & S
SD: starf@rd deviation @
n.d.: né@etec bel@é lm@of de&%ﬂon) Q
n.a.@yot ap (g

n®Qimber g?&r cal tlon \
ep

the above tabl ted ] dO@? alwa@écalculate exactly from the presented individual
ta. This is d%to rouytdi g-up&ere&s resulting from the use of the spreadsheet program.

Conggsmn @ KN @ 7 Q
o S
TheNdermal penetratio '25‘ rm@h hum d@atomed skin of ["“C]-Fluoxastrobin in the EC 190

formulation wagjnvestigated at the @est @{ay dilution concentration of 0.25 g/L.

The mean @cen % of uoxagﬁ’obln@n the EC 190 neat formulation that was considered to be
potentiallyk absor; ectltabsorbell plus total remaining at dose site) over a period of 24 hours
was 0. @for man s ying the new EFSA guidance this value adjusts to 1%.

The @%an P %@f Ftuoxastrobin in the EC 190 formulation intermediate dose spray dilution that
w@@onsu@@red to @tlally absorbable (directly absorbed plus total remaining at dose site) over

a perio 24 hours was 6.16% for human skin. Applying the new EFSA guidance this value adjusts
to 9%.

The mean percentage of Fluoxastrobin in the EC 190 formulation low dose spray dilution that was
considered to be potentially absorbable (directly absorbed plus total remaining at dose site) over a
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period of 24 hours was 7.34% for human skin. Applying the new EFSA guidance this value adjusts to
10%. & D

According to the new EFSA guidance’ there is the provision that when the sampling period is 33 hourd’
(which is the case for this study) and over 75% of the total absorption (materi the recept&® uidyt
the end of the study) occurred within half of the duration (12 hours) of the tal samplin, %eriod@lat
the absorption will be taken as the sum of receptor fluid, receptor chambel%/ashes and t skin“@t\npl%
excluding all tape strips. These criteria were not met in this study. Thefe is also the"wovis@% th
standard deviation equal to or larger than 25% of the n of the alggdrption req@s §.\se ofzdn

@

alternative value or rejection of the study. The guidance prefers th %proach of ¥dding e st ard&
deviation to the mean to cover the upper 84™ perceptile value e results. ,@ition ly @re @

overall recovery of less than 95% occurs, a r:@lisation procedure;s to@e us by preterence.
Neither of these criteria was met and therefore applicationof the\ida ce esgc in Q@folng
values for ['*C]-Fluoxastrobin in the BIX+FXA+PTZEC 19&%&%@%% S N LY
© @ .
NI SR @ &
e 1%forthehighdose S0 gL) & > N & O« S
: : @ N 08 O O S ISR
e 9% for the intermediate dos.9 %@9 é\a @ @7& § @ @
e 10% for the low dose (O.]@g/L) TN S S @Q N &@)
o © & § © 9 &
@ .~ ¥ S @9 S«
v & 0 &
N © N @ S 2
® © @Q v & § Q&
S & N
CP 7.4 Available t@olo@ical data rin&@ cofﬁiornggl}nts Q)
S TS g &S Yo O
L <V N @

CONFIDENTIAﬁo@ion\%a pmVid@Qseparﬁ@ly (g@cu é‘; J C@r BIX+FXA+PTZ EC
190). @ S
S

 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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